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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


14.1 Statistical Analyses 

14.1.1 Intra- and Inter-Subject Variability 
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PM3006438175 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-1 

Covariance Structure Selection Using Akaikek Information Criterion for Full Model 
( Page 1 of 6) 

Biomatker 

Unit 

Covariance Structure 

Akai feels Information Criterion (smaller is 




better) 

Acetonitrile in blood 

(pg/mL)/2 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

163.6 



COMPOUND SYMMETRY BY GROUP 

187.4 



HETEROGENEOUS COMPOUND SYMMETRY 

234.2 



COMPOUND SYMMETRY 

248.2 

Carboxy hem oglob in 

%saUifaLiuiJ 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

682.4 



COMPOUND SYMMETRY BY GROUP 

833.6 



COMPOUND SYMMETRY 

1388.6 



HETEROGENEOUS COMPOUND SYMMETRY 

1391.9 

3-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

724.6 



COMPOUND SYMMETRY BY GROUP 

781.7 



HETEROGENEOUS COMPOUND SYMMETRY 

1204.6 



COMPOUND SYMMETRY 

1309.1 

4-Aminobipttenyl-Hb adduct 

pg/g hemoglobin 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

1657.1 



COMPOUND SYMMETRY BY GROUP 

1770.8 



HETEROGENEOUS COMPOUND SYMMETRY 

2160.5 


NOTE: In tlie case of convergence problems, different units were used and/or the same covariance structure was assumed for smokers and nonsmokers (i.e.. the Tjy group' structure was not used). 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-1 

Covariance Structure Selection Using Akaike s Information Criterion for Full Model 
( Page 2 of 6 ) 


Biomarker 

Unit 

Covariance Structure 

Akaike's Information Criterion (smaller is 
better) 

4-Aminobiphenyl-Hb adduct 

pgg hemoglobin 

COMPOUND SYMMETRY 

2398.4 

Sum of Nicotine and Nicotine metabolites 

(nmol/mg Creatinine)/10 

COMPOUND SYMMETRY BY GROUP 

-260.9 



COMPOUND SYMMETRY 

1261.2 



HETEROGENEOUS COMPOUND SYMMETRY 

1262.0 

Nicotine 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY CROUP 

740.8 



HETEROGENEOUS COMPOUND SYMMETRY 

1975.8 



COMPOUND SYMMETRY 

1990.8 

Cbtinine 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

-31.2 



HETEROGENEOUS COMPOUND SYMMETRY 

1694.3 



COMPOUND SYMMETRY 

1694.7 

Tians-3-hydroxycotinine 

nmol/mg Creatinine 

COMPOUND SYMMETRY 

2242.7 



HETEROGENEOUS COMPOUND SYMMETRY 

2245.0 

Trans-3-h ydro xy cot i nine-O-g lucu ro ni de 

nmol/mg Creatinine 

HETEROGENEOUS COM POUND SYMMETRY 

1665.9 



COMPOUND SYMMETRY 

1694.2 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY DY GROUT 

54.6 


NOTE: In the case of convergence problems, different units were used and/or the same covariance structure was assumed for smokers and nonsmokers (i.e,, the by group* structure was not used). 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450_ 


Table 14.1.1-1 

Covariance Structure Selection Using Akaikes Information Criterion for Full Model 
( Page 3 of 6 ) 


Biomarker 

Unit 

Covariance Structure 

Akaike’s Information Criterion (smaller is 
better) 

NNAL pins NNAL-gluc 

pmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

78.4 



HETEROGENEOUS COMPOUND SYMMETRY 

788.8 



COMPOUND SYMMETRY 

792.2 

NNAL 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

-1971 



COMPOUND SYMMETRY BY GROUP 

-390.8 



HETEROGENEOUS COMPOUND SYMMETRY 

222,5 



COMPOUND SYMMETRY 

229.1 

NNAL-O-glucuronide 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

-12.5 



COMPOUND SYMMETRY BY GROUP 

38.4 



COMPOUND SYMMETRY 

681.5 



HETEROGENEOUS COMPOUND SYMMETRY 

683.1 

Nicot in e -N -gl ucti rontde 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

-318.3 



HETEROGENEOUS COMPOUND SYMMETRY 

1150.9 



COMPOUND SYMMETRY 

1166.0 

Cotinine-N -glucuronide 

nmol/mg Creatinine 

HETEROGENEOUS COM POUND SYMMETRY 

1874.9 


NOTE: In the case of convergence problems, different units were used and/or the same covariance structure was assumed for smokers and nonsrnokers (i.e.. the by group’ structure was not used). 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438178 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-1 

Covariance Structure Selection Using Asaike’s Information Criterion for Full Model 
(Page 4 of 6 ) 


Biomarker 

Unit 

Covariance Structure 

Akaike* Information Criterion (smaller is 
better) 

Cotinine-N-glucuronide 

nmol/mg Creatinine 

COMPOUND SYMMETRY 

1876.8 

Acetonitrile in exhalate 

nL/L @20 X and I atm 

COMPOUND SYMMETRY 

7384.3 

Carbon monoxide 

ppm 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

2355.1 



COMPOUND SYMMETRY BY GROUP 

2367.4 



COMPOUND SYMMETRY 

2875.8 



HETEROGENEOUS COMPOUND SYMMETRY 

2878.4 

HDL-cholcsterol 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRY 

2311.0 



COMPOUND SYMMETRY 

2313.9 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

23)5.3 



COMPOUND SYMMETRY BY GROUP 

2317.4 

LDL-cholesterol 

mg/dL 

COMPOUND SYMMETRY 

3014.1 



HETEROGENEOUS COMPOUND SYMMETRY 

3014.8 



COMPOUND SYMMETRY BY GROUP 

3017.6 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

30)7.9 

Fibrinogen 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRY 

3757,7 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

3757.8 


NOTE: In the case of convergence problems, different unite were used and/or the same covariance structure was assumed for smokers and nonsmokers (i.e., the 'by group' smrerure was not used]. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-1 

Covariance Structure Selection Using Akaike's Information Criterion for Full Model 
( Page 5 of 6 ) 


Biomarker 

Unit 

Covariance Structure 

Akaike^ Information Criterion (smaller is 
better) 

Fibrinogen 

mg/dL 

COMPOUND SYMMETRY BY GROUP 

3762.7 



COMPOUND SYMMETRY 

3765.8 

C-reactive protein 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRYBY GROUP 

461,7 



HETEROGENEOUS COMPOl JND SYMMETRY 

493 6 



COMPOUND SYMMETRY BY GROUP 

499-1 



COMPOUND SYMMETRY 

520,2 

Malondialdehyde in blood 

pmol/L 

HETEROGENEOUS COMPOUND SYMMETRY 

-667.3 



COMPOUND SYMMETRY 

-665.6 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

-664.3 



COMPOUND SYMMETRY BY GROUP 

-661.6 

11-Dehydro-thromboxane B2 

ng/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

154.2 



COMPOUND SYMMETRY BY GROUP 

156.4 



HETEROGENEOUS COMPOUND SYMME1RY 

218.4 



COMPOUND SYMMETRY 

218.8 

8-Epi-prostaglandin F2a 

tig/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROlf P 

470.3 



COMPOUND SYMMETRY BY GROUP 

472.8 


NOTE: In the case of convergence problems, different units were used and/or the same covariance structure was assumed for smokers and nonsmokers (i.e.. the 'by group' structure was not used), 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-1 

Covariance Structure Selection Using Akaikc^ Information Criterion for Full Model 
( Page 6 of G ) 


Biama riser 

Unii 

Covariance Structure 

Akaikels Information Criterion (smaller is 
better) 

8-Epi-prostaglandin F2a 

ng/mg Creaiinlne 

HETEROGENEOUS COMPOUND SYMMETRY 

606.9 



COMPOUND SYMMETRY 

620.7 

Malondialdehyde in urine 

tlrtiol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

886.6 



HETEROGENEOUS COMPOUND SYMMETRY 

887 4 



COMPOUND SYMMETRY 

915.4 



COMPOUND SYMMETRY BY GROUP 

918.5 


NOTE: In the case of convergence problems, different units were used and/or the some covariance structure was assumed for smokers and nonsmokers (i.e., the by group' structure was not used). 
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PM3006438181 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-2 

Covariance Parameter Estimates for Full Model 
( Page 1 of 7 > 

Biumarkcr Unit Covariance Structure Group Covariance Parameter Estimate P-Valuc * 


Acetonitrile in blood (pg/m1_)t2 


Carboxyhemoglobin % saturation 


3-Aminobiphenyl-Hb adduct pg/g hemoglobin 


HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY 3Y GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY 3Y OROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 


Smokers 

Vaifl) 

0.08704 

Smokers 

Var(2) 

0.1075 

Smokers 

Vat<3) 

0.2778 

Smokers 

Varf4) 

0.1739 

Smokers 

CSH 

0.1739 

NuiiSiifukci's 

Vai(I) 

0.07987 

NonSmokers 

Vui<2) 

0.03092 

NonSmokers 

Vai<3) 

0.04670 

NonSmokers 

Var(4) 

0.05347 

NonSmokers 

CSH 

0.1199 

Smokers 

Vatfl) 

9.4064 

Smokeis 

Vai<2> 

8.9892 

Smokers 

Var(3) 

9.2187 

Smokers 

Vai(4) 

8.4373 

Smokers 

CSH 

0.8697 

NonSmokers 

Varfll 

0.02013 

NonSmokers 

Vaif2) 

0.02341 

NonSmokers 

Vat(3) 

0.2423 

NonSmokers 

Vatf4) 

0.04160 

NonSmokers 

CSH 

0.3136 


" P-vaiue 10 test if the off diagonal lemns of the fitted covariance structure are zero based on likelihood ratio test. 


HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 


Smokers 


Yard) 


10.4490 0.3553 


l 
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PM3006438182 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-2 

Covariance Parameter Estimates for Full Model 
(Page 2 of 7) 


Biomarker 

Unit 

Covariance Structure 

Group 

Covariance Parameter 

Estimate 

P-Value * 

3-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(2) 

95.0955 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.2078 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Vaifl) 

0.2509 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Var(2) 

0.1109 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

-0.02312 


4-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

vann 

390.87 

<0.0001 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Van2) 

14609 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

-0.00442 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Vann 

12.7164 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NunSniukere 

Van2) 

20.4580 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0,7381 


Sum of Nicotine and Nicotine 

(nmol/mg Creatinine)/! 0 

COMPOUND SYMMETRY BY GROUP 

Smokers 

Variance 

1.5660 

<0.0001 

metabolites 









COMPOUND SYMMETRY BY GROUP 

Smokers 

CS 

17.5734 




COMPOUND SYMMETRY BY GROUP 

Non Smoker; 

Variance 

0.000362 




COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CS 

0.000129 


Nicotine 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

Smokers 

Variance 

21.9288 

<0.0001 



COMPOUND SYMMETRY BY GROUP 

Smokers 

CS 

51.3661 




COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Variance 

0.01418 




COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CS 

0.002096 


Cotinine 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

Smokers 

Variance 

7.3048 

<0.0001 


1 P-value to teat if the off diagonal terms of the fitted covariance structure arc zero based on likelihood ratio test. 
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PM3006438183 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table MI. 1-2 

Covariance Parameter Estimates for Full Model 
(Page3 of 7) 


Biomarker 

Unit 

Covariance Structure 

Group 

Covariance Parameter 

Estimate P-Vatue' 

Cotinine 

nmoVmg Creatinine 

COMPOUND SYMMETRY BY GROUP 

Smokers 

cs 

36.0831 



COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Variance 

0.000419 



COMPOUND SYMMETRY BY GROUP 

NonSmokers 

cs 

0.000235 

Trans-3-hydroxycotinine 

nmol/mg Creatinine 

COMPOUND SYMMETRY 


CS 

129.00 <0.0001 



COMPOUND SYMMETRY 


Residual 

12.2232 

Trans-3 -hydroxy cot i nine -O- 

nmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY 


Var(0 

25.5253 <0.0001 

glucuronide 








HETEROGENEOUS COMPOUND SYMMETRY 


Vai<2) 

25.0349 



HETEROGENEOUS COMPOUND SYMMETRY 


Var(3) 

39.5798 



HETEROGENEOUS COMPOUND SYMMETRY 


CSH 

0.8808 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Van 11 

7.4558 <0.0001 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Va<2) 

5.7694 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.7770 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokeis 

Var(l) 

0.006035 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Var(2) 

0.001646 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.1103 

NNAL 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(l) 

0.6947 <0.0001 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(2) 

0.5135 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.8346 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

VartJ) 

0.000472 


* P-valuc to test if the off diagonal terms of the fitted covariance structure are zero based on likelihood ratio lest. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1,1-2 

Covariance Parameter Estimates for Full Model 
(Page 4 of 7) 


Biomartcer 

Unit 

Covariance Structure 

Group 

Covariance Parameter 

Estimate P-Value 

NNAL 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Var<2) 

0.000887 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.3470 

NN A T .-O-gluctimnide 

pmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(l) 

3.0548 <0.0001 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var<2) 

3.6381 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSII 

0.7014 



HETEROGENEOUS COMPOUND SYMME1RY BY URUUP 

NonSmokers 

V art 1) 

0.005864 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Yar(2) 

0.000752 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.007346 

N ic at ine-N-glircuronide 

nmol/mg Creatinine 

COMPOUND SYMMETRY BY GROUP 

Smokers 

Variance 

2.0696 <0.000! 



COMPOUND SYMMETRY BY GROUP 

Smokers 

cs 

4.9177 



COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Variance 

0.000352 



COMPOUND SYMMETRY BY GROUP 

NonSmokers 

cs 

0.000027 

Coti n in e-N-glucuro n ide 

nmol/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY 


Var(!) 

36.0590 <0.0001 



HETEROGENEOUS COMPOUND SYMMETRY 


Var(2) 

43.6516 



HETEROGENEOUS COMPOUND SYMMETRY 


Var(3) 

42.4545 



HETEROGENEOUS COMPOUND SYMMETRY 


CSH 

0.8898 

Acetonitrile in cxhalatc 

nL/L @20 °C and 1 atm 

COMPOUND SYMMETRY 


CS 

64087072 <0.0001 



COMPOUND SYMMETRY 


Residual 

1.8022E8 

Carbon monoxide 

ppm 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Vatfl) 

213.36 <0.0001 


s P-value to test if the off diagonal terms of the fitted covariance structure arc zero based on likelihood ratio test. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438185 


Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 1.U2 

Covariance Parameter Estimates for Full Model 
( Page 5 Of 7 ) 


Biomarker 

Unit 

Covariance Structure 

Group 

Covariance Parameter 

Estimate 

P-Vaiue* 

Carbon monoxide 

ppm 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(2) 

242.41 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Varf3) 

205.66 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(4) 

211.10 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.8469 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Varfl) 

1.7358 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Non Smokers 

Var(2) 

2.1103 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Varf3) 

1.9729 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Var(4) 

4.7101 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.1007 


HDL-choleatcrol 

mg/dL 

1IETEROGENEOUS COMPOUND SYMMETRY 


Varfl) 

155.78 

<0.0001 



HETEROGENEOUS COMPOUND SYMMETRY 


Vart2) 

142.63 




HETEROGENEOUS COMPOUND SYMMETRY 


Varf3) 

120.25 




HETEROGENEOUS COMPOUND SYMMETRY 


CSH 

0.S535 


LDL-choiesterol 

mg/dL 

COMPOUND SYMMETRY 


CS 

696.86 

<0.0001 



COMPOUND SYMMETRY 


Residual 

243.29 


Fibrinogen 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRY 


Varfl) 

4466.61 

<0,0001 



HETEROGENEOUS COMPOUND SYMMETRY 


Varf2) 

7237.03 




HETfcKUUbNECUS COMPOUND SYMMETRY 


V art if) 

4274.13 




HETEROGENEOUS COMPOUND SYMMETRY 


CSH 

0.3910 


C-reaclive protein 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Varfl) 

0.2552 

<0,0001 


‘ P-value to test if the off diagonal terms of the fitted covariance structure are zero based on likelihood ratio test. 
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Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.1-2 

Covariance Parameter Estimates for Full Model 
< Page 6 of 7) 


Biomarker 

Unit 

Covariance Structure 

Group 

Covariance Parameter 

Estimate 

P-Value 

C-reactive protein 

mg/dL 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Vat<2) 

0.2548 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var<3) 

02634 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.6722 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

VatG) 

0.5348 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmoken 

VarQ) 

0.1060 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Vart3) 

0.3859 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.3940 


Malondialdehyde in blood 

pmol/L 

HETEROGENEOUS COMPOUND SYMMETRY 


Var<l) 

0005847 

0.0134 



HETEROGENEOUS COMPOUND SYMMETRY 


Van(2) 

0.007374 




HETEROGENEOUS COMPOUND SYMMETRY 


Va<S) 

0.009249 




HETEROGENEOUS COMPOUND SYMMETRY 


CSH 

0.1512 


Il-Dehydro-thromboxane B2 

ngr’mg Creatinine 

HET EROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(l) 

0.2153 

<0.0001 



HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var<2) 

0.2284 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

Var(3) 

0.3177 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

CSH 

0.6196 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Vaifl) 

0.05542 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Yarl2) 

0.09062 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

Var<3) 

0.06674 




HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

NonSmokers 

CSH 

0.6238 


8-Epi-prostaglandin F2or 

ng/mg Creatinine 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

Smokers 

VartH 

0.8393 

<0.0001 


a P-valwe to test if the off diagonal lerms of the fitted covariance structure are zero based on likelihood ratio test. 
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Table 14.1.1-2 

Covariance Parameter Estimates for Full Model 
f Page 7 of 7) 

Biomaiter Unit Covariance Structure_Group_Covariance Parameter Estimate P-Vaiue * 


8-Epi-prostaglandin F2ct ng/rng Creatinine 


Malondialdeltyde in urine nmol/mg Creatinine 


HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 

HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY CROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 
HETEROGENEOUS COMPOUND SYMMETRY BY GROUP 


Smokers 

Vai<2) 

1.2294 


Smokers 

Vari3) 

0.5935 


Smokers 

CSH 

0 5814 


NonSmokers 

VartI) 

0.1231 


NonSmokers 

var(Z) 

O.I4yi) 


NonSmokers 

Varti) 

0.1293 


NonSmokers 

CSH 

0.6132 


Smokers 

Vatfl) 

1.4636 

<0.0001 

Smokers 

Vat<2) 

0 5791 


Smokers 

Var(3> 

0.3769 


Smokers 

CSH 

0.4045 


NonSmokers 

Var(l) 

1.3309 


NonSmokers 

Vatf2) 

0.6681 


NonSmokers 

VarG) 

0.7587 


NonSmokers 

CSH 

0.3298 



11 P-value to test if the off diagonal terms of the fitted covariance structure are aero based on likelihood ratio test. 
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I 

i 

! 


Table 14.1.1-3 

Likelihood Ratio Test for No Interaction Between the Full and Reduced Models 
( Page 1 of 2) 


Biomarker 

Unit 

Full Model’s 

Likelihood'* 1 

First Reduced Model’s 

Likelihood* 

Second Reduced Model’s 

Likelihood* 

P-valuc a 

P-value* 

P-value f 

Acetonitrile in blood 

(gg/mL)/2 

111.6 

113.8 

129.5 

0.0565 

- 

... 

Carboxy hemoglobin 

% saturation 

630.4 

632.6 

640.8 

0.4077 

- 

- 

3-Ammobiphenyl-Hb adduct 

pg/g hemoglobin 

m.t> 

697.2 

701.5 

0.2898 

- 

- 

4-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

1629.1 

1629.4 

1646.1 

0.0020 

0.5504 

0.0008 

Sum of Nicotine and Nicotine metabolites 

(nmol/mg Creatinine)/10 

-292.9 

-291.2 

-286.4 

0.4853 

- 

... 

Nicotine 

nmol/mg Creatinine 

708.8 

709.4 

712.0 

0.8715 

- 


Cotinine 

nmol/mg Creatinine 

-63.2 

-61.7 

-57.8 

0.6156 

... 

- 

T rans-3 -hy droxycotin i ne 

nmol/mg Creatinine 

2214.7 

2216.5 

2225.7 

0.1398 

... 

- 

Tians-3 -hydroxy cot in ine-O-g 1 ucuron ide 

nmol/mg Creatinine 

1633.9 

1637.9 

1645.7 

0.1080 

- 

... 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

26.6 

27.3 

32.5 

0.2099 

- 

-- 

NNAL 

pmol/mg Creatinine 

-425.3 

-424.3 

-417.1 

0.0870 

... 

... 

NN A L-O-gluc uron ide 

pmol/mg Creatinine 

-40.5 

-40.0 

-35.9 

0.3338 

... 

... 


NOTE: Full Model contains groupfsmokers, nonsmokers), gen der(male, female). week (a subset of Week 1, Week 2, Week 3, and Week 6), and all possible two-way and three-way interaction terms. 

First Reduced Model contains group(smokers, nonsmokers), gendetf male, female), week (a subset of Week 1, Week 2, Week 3, and Week 6), and all possible two-way interaction terms. 

Second Reduced Model contains group(smokers, non smokers), gendei(maJe, female), and week (a subset of week l, Week 2, Week 3, and Week 0). 

" -2 Log-likelihood from ANOVA for Full Model. 
h -2 Log-likelihood from ANOVA for first Reduced Model. 
c -2 Log-likelihood from ANOVA for second Reduced Model. 

'' P-value testing for significance of the two-way and the three-way interaction terms based on the likelihood ratio test (Full model vs. second Reduced Model). 
c P-value testing for significance of the three-way interaction term based on the likelihood ratio test (Full model vs. first Reduced Model ). 
f P-value testing for significance of the two-way interaction terms based on the likelihood ratio test (first Reduced Model vs. second Reduced Model). 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table U.1.1-3 

Likelihood Ratio Test for No Interaction Between the Full and Reduced Models 
(I’age 2 of 2 ) 


Biomarker 

Unit 

Full Model's 

Likelihood* 

First Reduced Models 

LikeIiho»xl h 

Second Reduced Model’s 

Likelihood* 

P-value" 

P*value c 

P-value r 

Nicotine-N-gliinjronide 

nmol/mg Creatinine 

-350.3 

-349.7 

-345.5 

0.6859 

- 

- 

Cotin ine -N -gf u curoti ide 

nrtiul/mg Creatinine 

1842.9 

1845.0 

1848.8 

0.5566 

- 

... 

Acetonitrile in exhalzte 

nr A. @20 ft C and 1 atm 

7356.3 

7357,3 

7376.5 

0.0050 

0.5900 

0.0018 

Caibon monoxide 

ppm 

2303.1 

2305.7 

2317.4 

0.1595 

- 

- 

HDL-choiesterol 

mg/dL 

2279.0 

2281.2 

2285.0 

0.5443 

- 

- 

LDL-cbolesterof 

mg/dL 

2986 1 

2989.4 

2992.5 

0.4963 

-- 

... 

Fibrinogen 

mg/dL 

3725.7 

3726.5 

3729.4 

0.8077 

- 

- 

C-rcaclive protein 

mg/dL 

421.7 

423.8 

429.6 

0.3448 

- 

- 

Malordialdehyde in blood 

jrmol/L 

-699.3 

-636.6 

-562.8 

<0.0001 

<0.0001 

- 

11-Dehydro-chrombox a ne B2 

ng/mg Creatinine 

114.2 

115.4 

122.2 

03350 

-- 


8-Epi-prostaglandin F2a 

ng/mg Creatinine 

430.3 

430.7 

442.0 

0.1117 

- 

- 

Malondialdchyde in urine 

nmol/mg Creatinine 

846.6 

848.0 

851.5 

0.6785 

- 

- 


NOTE: Full Model contains gtoupfsniokets, ttonsmokers), gendcrfmalc,female), week (a subset of Week 1, Week 2, Week 3, and Week 6). and all possible two-way and three-way interaction terms. 
First Reduced Model contains groupfsntokerc, nonsmokers), pende [finale,female) week fa subset of Week 1, Week 2, Week 3. and Week 6). and all possible two-way interaction terms. 
Second Reduced Model contains groupfsmokers. nonsmokers), gender)male.female), and week (a subset of Week I. Week 2, Week 3, and Week 6). 
a -2 Log-likelihood from ANOVA for Full Model. 
t -2 Log-likelihood from ANOVA for first Reduced Model. 

‘ -2 Log-likelihood from ANOVA for second Reduced Model. 

d P-value testing for significance of the two-way and the three-way interaction terms based on the likelihood ratio rest (Full model vs. second Reduced Model). 
c p- va i ue testing for significance of the three-way interaction term based on the likelihood ratio test (Full model vs. first Reduced Model). 

' P-value testing for significance of the two-way interaction terms based on the likelihood ratio lest (fiist Reduced Model vs. second Reduced Model). 
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Table 14.1.14 

Overall Analyses: Test for Fixed Effects From Two-Way Interaction Models 


Bio marker 

Unit 

Gender*Group" 

Group*Wcek h 

Gender*Week ¥ 

4-AminobiphenyI-Hb adduct 

pg/g hemoglobin 

0.0025 

0.3049 

0.0086 

Acetonitrile in exhalate 

nL/L @20 °C and I arm 

0 . 000 ] 

0.9826 

0.0959 


1 P-value testing for the effect of gender by group using likelihood ratio test. 
h P-value testing for the effect of group by week using likelihood ratio test. 
c P-value testing for the effect of gender by week using likelihood ratio test. 
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Tabic 14.1.1-5 

Pairwise Analyses: Least Squares Means and Pairwise Comparisons From Full Models 


Biomarker 

Unit 

Week 

Group 1 (ffofobs) 

Group 2 (# of obs) 

Group 1 

Meon(SE)* 

Group 2 
Mean(SE)® 

P-valiie b 

Malondialdebydt in blood 

^mol/L 

1 

Female-NonSrnokeis (35) 

Male-N on Smokers (30) 

0.46(0.013) 

0.43(0.014) 

0.0721 



1 

Female-Smokers (32) 

Fernale-NonSmcikers (35) 

0.43(0.014) 

0-46(0.013) 

0.1037 



1 

Female-Smokers (32) 

Male-Smokers (18) 

0.43(0.014) 

0.64(0.018) 

<0.0001 



1 

Male-Smokers (18) 

Male-NonSmokere (30) 

0.64(0.018) 

0.43(0.014) 

<0.0001 



3 

Female-NonSmokers (35) 

Male-NonSmokers (30) 

0 48(f) 015) 

0.45(0.016) 

0.1704 



3 

Female-Smoke i* (29) 

Female-NonSmokers (35) 

0.48(0.016) 

0.48(0.015) 

0.882<l 



3 

Female-Smokers (29) 

Male-Smokers (17) 

0.48(0.016) 

0.64(0.021) 

<0.0001 



3 

Male-Smokers (17) 

Male-NonSmokers (30) 

0.64(0.021) 

045(0.016) 

<0.0001 



6 

Female-NonSmokers (35) 

Male-NonSmokers (30) 

0.44(0.016) 

0.60(0.018) 

<0.0001 



6 

Female-Smokers (28) 

Female-Non Smoker; (35) 

0.43(0.018) 

0.44(0.016) 

0.8486 



6 

Female-Smokers (28) 

Male-Smokers (14) 

0.43(0.018) 

0.45(0026) 

0.6404 



6 

Male-Smokers (14) 

Male-NonSmokers (30) 

0.45(0.026) 

0.60(0.018) 

<0.0001 


1 Least squares mean and standard error from ANOVA. 
h P-value for difference between means from ANOVA. 
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Table I4.I.I-6 

Pairwise Analyses: Least Squares Means and Pairwise Comparisons From Two-Way Interaction Models 

( Page 1 of2 ) 


Biomarker 

Unit 

Group 1 (# of obs) 

Group 2 (fl of obs) 

Group l 

Mean(SE)* 

Group 2 

Mean(SE)‘ 

P.value b 

4-AniinobiphenyI-Hb adduct 

pg/g hemoglobin 

Female-NonSmokere (70) 

Male-NonSmokers (60) 

8.42(0.638) 

7.60(0.689) 

0.3823 



Female-Smokers (591 

Female-NonSmokers (70) 

35.83(7.148) 

8.42(0.638) 

0.0003 



Female-Smokers (59) 

Male-Smokers (32) 

35.83(7.148) 

53.60(8.144) 

00033 



Male-Smokere (32) 

Male-NonSmokers (60) 

53.60(8.144) 

7.60(0.689) 

eO.OOOl 



Females at Week I (66) 

Females at Week 6 (63) 

18.20(1.788) 

26.05(6.876) 

0.2669 



Females at Week 1 (66) 

Males at Week I (48) 

18.20(1.768) 

25,64(2.325) 

0.0135 



Females at Week 6 (63) 

Males at Week 6 (44) 

26.05(6.876) 

35.56(7.270) 

00024 



Males at Week I (48) 

Males at Week 6 (44) 

25.64(2.325) 

35,56(7.270) 

0.1630 


a Least squares mean and standard error from ANOVA. 
h P-value for difference between means from ANOVA. 
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Table 14.1.1-6 

Pairwise Analyses: Least Squares Means anil Pairwise Comparisons From Two-Way Interaction Models 

(Page2 of2) 


Biomaricer 

Unit 

Group 1 (# of obs) 

Group 2 (# of obs) 

Gfriup 1 

Mean(SE)* 

Group 2 

Mean(SE) 8 

P-value’’ 

Acetonitrile in exhalatc 

nL/L @20 °C and 1 atm 

Feroalc-NonSmokers (1051 

MaIe*NonSmokers (90) 

28173.34(1881.527) 

20712.22(2032.282) 

0.0082 



Female-Smokers (89) 

Female-NonSmokers (105) 

10351 92(2024.067) 

28173.34(1881 527) 

<0.0001 



Female-Smokers (89) 

Male-Smokers (49) 

10351.92(2024.067) 

20240.32(2713.413) 

0.0042 



Male-Smokers (49) 

Male-NonSmokeis (90) 

20240.32(2713.413) 

20712.22(2032.282) 

0.8895 


* Least squares mean and standard error from ANOVA. 
b P-vahic for difference between means from ANOVA. 
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Table 14.1.1-7 

Least Squares Means and Comparison Results From Additive Models 
(Page 1 of 8) 


Biomarker Unit 

Group (# of obs) 

Mean(SE) 3 

P-value" 

Acetonitrile Ill blood (jijj/mL)/2 

Pcmalc (260) 

0.28(0.022) 

04167 


Mate (186) 

0.30(0025) 



NonSmokers (260) 

0.20(0.016) 

<0.0001 


Smokers (186) 

0.38(0.034) 



Week 1 (115) 

026(0028) 

0.1 122 


Week 2 (113) 

0.27(0.024) 



Week 3 (111) 

0.31(0.030) 



Weekb (107) 

0.32(0.030) 


Carboxyhemoglobin % saturation 

Female (260) 

2.3(0.20) 

<0.0001 


Male (186) 

2.5(0.20) 



NonSmokers (260) 

0.4(0.02) 

<0.0001 


Smokers (186) 

4.4(0.40) 



Week 1 (113) 

2.4(0.20) 

0.0438 


Week 2 (114) 

2.3(0.20) 



Week 3 (111) 

2.5(0.21) 



Week 6 (106) 

2.4(0.20) 


.VAtninobiphenyl-Hb adduct pg/g hemoglobin 

Female (129) 

2.24(0.235) 

0.5349 


Male (92) 

2.20(0.237) 



NonSmokers (130) 

0.59(0.037) 

<0.0001 


Smokers (91) 

3.85(0.466) 



Week! (114) 

2.22(0,235) 

0.9337 

a Least squares mean and standard error from ANOVA. 

11 F-va!ue based on the likelihood ratio lest for difference between group means, gender means, and week means, respectively. 
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Table 14.1.1-7 

Least Squares Means and Comparison Results From Additive Models 
(Page 2 of 8 ) 


Biomaiker Unit 

Group (#ofobs) 

Mean(SE)' 

P-value* 

3-Aminobiphenyl-Hb adduct pg/g hemoglobin 

Week 6 (107) 

2.22(0.238) 


Sum of Nicotine and Nicotine metabolites (nnxil/mg Creatinine)/lfl 

Female (197) 

3.487(0.3047) 

0.1359 


Male (143) 

3.493(0 3 04-7) 



NonSmokers (195) 

0 008(0 0020) 

<0.0001 


Smokers (145) 

6.972(0.6093) 



Week! (115) 

3.489(0.3047) 

0.2460 


Week 2 (114) 

3.493(0.3047) 



Week 3 (111) 

3.488(0.3047) 


Nicotine nmol/mg Creatinine 

Female (197) 

4,088(0.5446) 

0.2495 


Male (143) 

4.712(0.5447) 



NonSmokers (195) 

0.024(0.0103) 

<0.0001 


Smokers (145) 

9.376(1.0891) 



Week 1 (115) 

4.097(0,5447) 

0.3956 


Week 2 (114) 

4.716(0.5447) 



Week 3 (111) 

4 687(0.5447) 


Cotinine nmol/mg Creatinine 

Female (197) 

4 463(0.4432) 

03222 


Male (143) 

4.468(0.4432) 



NonSmokers (195) 

0.014(0.0024) 

<0.0001 


Smokers (145) 

8.918(0.8864) 



Week 1 (115) 

4.465(0,4432) 

0.4290 


3 Least squares mean and standard error from ANOVA. 

h P-valuc based on Ihe likelihood ratio test for difference between group means, gender means, and week means, respectively. 
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Table 14.1.1-7 

I.east Squares Means and Comparison Results From Additive Models 
(Page 3 of 8) 


Biomarker 

Unit 

Group (# of obs) 

Mean(SE)* 

P-value 11 

Cotinme 

nmol/mj Creatinine 

Week 2 (114) 

4.468(0.4432) 




Week? (Ill) 

4.464(0.4432) 


Trajis-3-hydroxycotinine 

nmol/mg Creatinine 

Female (197) 

14.098(1.4246) 

0.2081 



Male (143) 

11.300(1.7036) 




NonSmokers(l95) 

0.000(1.4469) 

*0.0001 



Smokers (143) 

25.479(1.6774) 




Weekl (115) 

12.232(1.1456) 

U. 1193 



Week 2 (114) 

13.207(1.1464) 




Week 3 (111) 

12.658(1.1485) 


T rans-T-hydroxycotinine-O-glucaron ide 

ninol/mg Creatinine 

Female (183) 

4.321(0.6076) 

0.9130 



Male (133) 

4.420(0.7117) 




NonSmokers (173) 

0.285(0.6126) 

<0.0001 



Smokers (143) 

8.456(0.7047) 




Weekl (102) 

4.328(0.4794) 

0.2240 



Week 2 (108) 

4.136(0.4744) 




Week 3 (106) 

4.648(0.5811) 


NNAL plus NNAL-gluc 

pmnl/mg Creatinine 

Female (131) 

1.775(0.1747) 

0.0257 



Male (94) 

1.754(0.1748) 




NonSmokers (130) 

0.050(0.0057) 

<0.0001 



Smokers (95) 

3.479(0,3493) 



a Least squares mean and standard error from A NOVA. 

h P-value based on the likelihood ratio lest for difference between group means, gender means, and week means, respectively. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic U.l.1-7 

Least Squares Means and Comparison Results From Additive Models 
( Page 4 of is) 


Biomarker 

Unit 

Group (# of obs) 

Mean(SE)‘ 

P-value* 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

Week I (114) 

1.764(0.1748) 

0.8832 



Week 3 (lit) 

1.765(0 17471 


NNAL 

pmol/mg Creatinine 

Female (131) 

0.569(0.0543) 

0.0001 



Male (95) 

0.549(0.0544) 




NonSmokcrs (130) 

0.044(0.0026) 

<0.0001 



Smokers (96) 

1.074(0.1086) 




Weekl (115) 

0.555(0.0543) 

0.0273 



Week 3 (111) 

0.563(0.0543) 


NNAL-O-glucuronide 

pmol/mg Creatinine 

Female (128) 

1.211(0.1301) 

0.5451 



Male (91) 

1.207(0.1301) 




NonSmokers {!24) 

0.009(0.0053) 

<0.0001 



Smokers <95) 

2.409(0.2600) 




Weekl (110) 

(.213(0.1302) 

0.5288 



Week 3 (109) 

1.206(0.1300) 


Nicotine-N-glucuromde 

nmol/mg Creatinine 

Female (194) 

1.585(0.(707) 

0.1159 



Male (138) 

1.590(0.1707) 




NonSmokers (190) 

0.003(0.0015) 

0.0001 



Smokers (142) 

3.172(0.3415) 




Weekl (Ill) 

1.586(0.1707) 

0.4038 



Week 2 (111) 

1.590(0.(707) 



‘ Least squares mean and standard error from ANOVA. 

k p-value based on (he likelihood ratio test for difference between group means, gender means, and week means, respectively. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438198 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-7 

Least Squares Means ami Comparison Results From Additive Models 
( Page 5 of 8 ) 


Biomaritcr 

Unit 

Group (# of obs) 

Mean(SE) a 

P-value" 

Nicot i ne-N-gl ucuro ni de 

nmol/mg Creatinine 

Week} (HO) 

1.586(0.1707) 


C ot i ni ne-N -gl uc uro nide 

nmol/mg Creatinine 

Female (197) 

7.323(0.7511) 

0.2199 



Male (143) 

5.901(0.8943) 




NonSmokere (195) 

0.004(0.7628) 

<0.0001 



Smokers (145) 

13.219(0.8805) 




Week 1 (115) 

6.547(0.5793) 

0.9235 



Week 2 (114) 

6.641(0,6397) 




Week 3 (111) 

6.647(0.6269) 


Carbon monoxide 

ppm 

Female (260) 

15.5(0.98) 

<0.0001 



Male (187) 

16.8(0.99) 




NonSmoken (260) 

5.6(0.11) 

<0.0001 



Smukeib (187) 

26.7(1.96) 




Week 1 (J15) 

16.3(0.99) 

0.0004 



Week 2 (114) 

15.7(1.00) 




Week 3 (111) 

15.8(099) 




Week 6 (107) 

16.9(1.01) 


HDL-cholestero! 

mg/dL 

Female (194) 

54(1.4) 

<0.0001 



Mak (139) 

44(1.6) 




NonSmoketx(l95) 

54(1.4) 

<0.0001 



Smokers (138) 

45(1.6) 



" Least squares mean and standard error from ANOVA. 

h F-value based on rite likelihood ratio test for difference between group means, gender rneairs, and week means, respectively. 
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PM3006438199 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 1.1-7 

Least Squares Means and Comparison Results From Additive Models 
{ Page 6 of 81 


Biomarker 

Unit 

Group (#ofobs) 

Mean(SE)' 

P-vaIue h 

HDL-cholesterol 

mg/dL 

Week 1 (115) 

50(1.2) 

0.1323 



Week 3 (110 

49(1.2) 




Week 6 (107) 

49(1.1) 


LDL-cholesterol 

mg/dL 

Female (192) 

116(3.4) 

0.7073 



Male (136) 

114(4.1) 




Nonbmokcrs (193) 

111(3.5) 

0.1364 



Smokers (135) 

119(4.1) 




Weekl (111) 

117(2.9) 

0.0116 



Week 3 (110) 

111(3.0) 




Week 6 (107) 

115(3.0) 


Fibrinogen 

mg/dL 

Female (193) 

300(6.8) 

<0.0001 



Male (138) 

242(8.1) 




NonSmokers (193) 

251(6.9) 

0.0003 



Smokers (138) 

291(8.1) 




Weekl (115) 

276(64) 

0.3937 



Week 3 (111) 

271(8.2) 




Week 6 (105) 

266(6.5) 


C-rcactive protein 

mg/dL 

Female (194) 

0.425(0.0486) 

0.0020 



Male (139) 

0.202(0.0567) 




NonSmokers (195) 

0.246(0.0467) 

0.0966 


1 Least squares mean and standard error from ANOVA. 

* P-value based on the likelihood ratio test for difference between group means, gender means, and week means, respectively. 
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PM3006438200 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-7 

Least Squares Means and Comparison Results From Additive Models 
( Page 7 of 8 ) 


Biomarker 

Unit 

Group (# of obs) 

Meant SE)" 

P-value" 


C-reacrive protein 

mg/dl 

Smokers <138) 

0.382(0.0652) 





Weekl (115) 

0.318(0.0528) 

0.5175 




Week 3 (III) 

0.284(0.0416) 






Wcckft (107) 

0.339(0.0529) 


11 -Dchydro-thromboxane Q2 

ng/mg Creatinine 

Female (196) 

0.936(0.0392) 

0.0024 



Male (143) 

0.776(0.0445) 




NonSmokera (195) 

0.703(0.0283) 

<0.0001 



Smokens (144) 

1.009(0.0607) 




Weekl (115) 

0.812(0.(1347) 

0.0114 



Week 2 (114) 

0.876(0.0385) 




Week 3 (110) 

0,881(0.0378) 


8-Epi-prostag land in P2a 

ng/mg Creatinine 

Female (196) 

1.631(0.0652) 

0.0391 



Male (143) 

1.472(0.0721) 




NonSmokets (195) 

1.101(0.0392) 

<0.0001 



Smokere (144) 

2 001(0.1087) 




Weekl (115) 

1.500(0.0612) 

0.0242 



Week 2 (114) 

1.610(0.0653) 




Week 3 (110) 

1,543(0.0603) 


Malondialdehyde in urine 

limol/mg Creatinine 

Female (197) 

1.854(0.0809) 

0.0105 



Male (143) 

1.541(0.0948) 



" Least squares mean and standard error from ANOVA. 

b P-valne based on the likelihood ratio test tor difference between group means, gender means, and week means, respectively. 
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PM3006438201 


• • • 

RSR 

Protocol No. PM-8450 

Covance C'RU Study No. 12226-8450__ 


Table 14.1.1-7 

Least Squares Means and Comparison Results From Additive Models 
( Page 8 of 8 ) 


Bioniarker 

Unit 

Group (#ofobs) 

Mean(SE)“ 

P-value 6 

Malondialdehyde in urine 

nmol/mg Creatinine 

NonSmokers (195) 

1.706(0.0862) 

0.8866 



Smokers (145) 

1.689(0.0901) 




Week 1 (115) 

1.797(0.1111) 

0.1336 



Week 2 (114) 

1.705(0.0755) 




Week 3 (11!) 

1.591(0.0698) 



9 Least squares mean and standard error from ANOVA. 

b P-value based on the livelihood ratio test for difference between group means, gender means, and week means, respectively. 
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PM3006438202 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-8 

Intra and Inter Subject Variabilities 
{ Rage l of 6 ) 


Bio marker 

Unit 

Group 

Subject Variability 

Lsmean 

Variance 

Standard Deviation 

34 CV 

Acetonitrile in blood 

Ug/mL 

NonSmokers 

Intra 

0.20 

0.006 

0.080 

40.8 



NonSmokers 

Inter 

0.20 

0.053 

0.230 

116.7 



Smokers 

Intra 

0.44 

0.024 

0.156 

35.4 



Smokers 

inter 

0.44 

0.154 

0.392 

89.2 

Carboxyhemoglobin 

% saturation 

NonSmokers 

Intra 

0.4 

0.02 

0.13 

30.9 



NonSmokers 

Inter 

0.4 

0.08 

0.29 

68.6 



Smokers 

Intra 

4.3 

7.86 

2.80 

64.5 



Smokers 

Inter 

4.3 

9.05 

3.01 

69.3 

3-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

NonSmokers 

Intra 

0.59 

0.000 

0.000 

0.0 



NonSmokers 

Inter 

0.59 

0.185 

0.430 

72.9 



Smokers 

Intra 

3.95 

9.562 

3.092 

78.4 



Smokers 

Inter 

3 95 

10 399 

3.225 

81.7 

4'Aminobiphenyi-l lb adduct 

pg/g hemoglobin 

NonSmokers 

Intra 

801 

11.904 

3.450 

43.1 



NonSmokers 

Inter 

8.01 

16.587 

4.073 

50.8 



Smokers 

Intra 

38.16 

343.544 

18.535 

48.6 



Smokers 

Inter 

38.16 

397.631 

19.941 

52.3 

Sum of Nicotine and Nicotine 

(nmol/mg Creatinine)/!0 

NonSmokers 

Intra 

0.008 

0.0001 

0.0114 

137.2 

metabolites 










NonSmokers 

Inter 

0.008 

0.0005 

0.0222 

267.3 



Smokers 

Intra 

5.786 

17.5734 

4.1921 

61.8 


Note: Negative estimates were reset to 0. Negative estimate in Mixed procedure is an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 3-way interactions. Compound symmetry covariance structure by group was used to extract inter-subject variability and intra-subject variability. 
Subject 15 data was excluded from Week 6 in the above analysis. Subject bad extremely high values for 3-Aminobiphenyl-Hb adduct and 4-Aminobiphenyl-Hb adduct at Week 6. 
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PM3006438203 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.1-8 

Intra and Inter Subject Variabilities 
( Page 2 of 6 ) 


Biomarker 

Unit 

Group 

Subject Variability 

Lsmcan 

Variance 

Standard Deviation 

%cv 

Sum of Nicotine and Nicotine 

(nmol/mg Creatinine}/!0 

Smokers 

Inter 

6.786 

19.1395 

4.3749 

64.5 

metabolites 








Nicotine 

nmol/mg Creatinine 

NrraSmokers 

Intra 

0.024 

0.0021 

0.0458 

191.3 



Non Smokers 

Inter 

0.024 

0,0163 

0.1276 

533.1 



Smokers 

Intra 

4.315 

51.3661 

7.1670 

76.9 



Smoker? 

Inter 

9.315 

73.2949 

8.5612 

91.9 

Cotinine 

nmol/mg Creatinine 

NonSmokers 

Intra 

0.014 

0.0002 

0.0153 

1082 



NgnSmokers 

Inter 

0.014 

0.0007 

0.0256 

180.5 



Smokers 

Intra 

8.721 

36.0831 

6.0069 

68.9 



Smokers 

Inter 

8.721 

43.3879 

6.5870 

75.5 

Ttaus-3-hydroxycotinine 

nmol/mg Creatinine 

NonSmokers 

Intra 

0.027 

0.0011 

00.325 

119.4 



NonSmokers 

Inter 

0027 

0.0022 

0,0468 

172.0 



Smokers 

Intra 

24.942 

296.8453 

17.2292 

69.1 



Smokers 

Inter 

24.942 

325.77 M 

18.0491 

72.4 

1 rans-3-hydroxycoeinine-O- 

nmol/mg Creatinine 

NonSmokers 

Intra 

0.007 

0.0001 

0.0098 

146.1 

glucumnide 










NonSmokers 

Inter 

0.007 

0.0002 

0.0137 

204.4 



Smokers 

Intra 

8.968 

58.6311 

7.6571 

85.4 



Smokers 

Inter 

8.968 

67.2931 

8.2032 

91.5 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

NonSmokers 

Intra 

0.051 

0.0003 

0.0186 

36.7 


Note: Negative estimates were reset to 0. Negative estimate in Mixed procedure i.s an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 3-way interactions. Compound symmetry covariance structure by group was used to extract inter-subject variability and intra-subject variability. 
Subject 15 data was excluded from Week 6 in die above analysis. Subject had extremely high values for 3-AminobiphenyMIb adduct and 4-Aminobiphcnyl-Hb adduct nt Week 6. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438204 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 141.1-8 

Intra amt inter Subject Variabilities 
(Page 3 of 6) 


Biomarker 

Unit 

Group 

Subject Variability 

Lsmean 

Variance 

Standard Deviation 

%CV 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

NonSmokers 

Inter 

0.051 

0.0038 

0.0620 

122.0 



Smokers 

Tntra 

5228 

5-1728 

2.2744 

683 



Smokers 

Inter 

3.328 

6.6883 

2.5862 

77.7 

NNAL 

pmo!/mg Creatinine 

NonSmokers 

Tntra 

0.044 

0.0002 

0.0150 

34.0 



NunSmokere 

Inter 

0.044 

0.0007 

0.0261 

59.1 



Smokers 

Intra 

0.998 

0.5079 

0.7127 

71.4 



Smokers 

Inter 

0.998 

0.6128 

0.7828 

78.5 

NNAL-O-glucurontdc 

pmol/mg Creatinine 

NonSmokers 

Intra 

0.009 

0.0000 

0.0039 

41.8 



NonSmokers 

Inter 

0.009 

0.0034 

0 0586 

621.1 



Smokers 

Intra 

2.330 

2.6729 

1.6349 

70.2 



Smokers 

Inter 

2.330 

3.8092 

1.9517 

83.8 

Ni cotin e-N-g luc uronidc 

nmol/mg Creatinine 

Non Smokers 

Intra 

0.003 

0.0000 

0.0052 

166.7 



NonSmokers 

Inter 

0,003 

0.0004 

0.0195 

622.0 



Smokers 

Intra 

3,056 

4.9177 

2.2176 

72.6 



Smokers 

Inter 

3,056 

6.9874 

2.6434 

86.5 

CotiniTi e-N-g lucuroni de 

nmol/mg Creatinine 

NonSmokers 

Intra 

0.009 

0.0002 

0.0143 

163.0 



NonSmokere 

Inter 

0.009 

0.0004 

0.0199 

226.0 



Smokers 

Inha. 

12.938 

82.8946 

9.1046 

70.4 



Smokers 

Inter 

12,938 

93.7510 

9.6825 

74.8 


Note: Negative estimates were reset to 0. Negative estimate in Mixed procedure is an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 2-way interactions. Compound symmetry covariance structure by group was used to extract intcr-subjcct variability and intra-subject variability. 
Subject 15 data was excluded from Week 6 in the above analysis. Subject had extremely high values for 3-Aminobiphenyl-Hb adduct aud 4-Aminobiphenyl-Hb adduct at Week 6. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438205 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.1-8 

Intra and Inter Subject Variabilities 
( Page 4 of 6) 


Biomarker 

Unit 

Group 

Subject Variability 

Lsmean 

Variance 

Standard Deviation 

% cv 

Acetonitrile in exhalate 

nUL @20 "C and 1 atm 

NonSmokers 

Intra 

24442.78 

41423258 

6436.090 

26.3 



NonSmokers 

Imer 

24442.78 

2.6356E8 

16234.39 

66.4 



Smokers 

Intra 

15440.00 

1.0294E8 

10145.70 

65.7 



Smokers 

Inter 

15440.00 

2.2047E8 

14848.26 

96.2 

Carbon monoxide 

ppm 

NonSmokers 

Intra 

S.6 

0.26 

0.51 

9.1 



Non Smokers 

Inter 

5.6 

2.64 

1.62 

28.9 



Smokers 

Intra 

26.0 

185.11 

13.61 

52.2 



Smokeis 

Inter 

26.0 

219.04 

14.80 

56.8 

HDL-cholestero! 

mg/dL 

NonSmokers 

Intra 

53 

124.2 

11.1 

20.8 



NonSmokers 

Imer 

53 

146.2 

12.1 

22.6 



Smokere 

Intra 

46 

112.4 

10.6 

23.2 



Smokeis 

Inter 

46 

132.1 

11.5 

25.2 

LDL-diolesterol 

illg/dL 

NonSmokers 

Intra 

110 

723.4 

26.9 

24.4 



NonSmokers 

Ihtcr 

110 

979.3 

31.3 

28.3 



Smokers 

Intra 

119 

662.0 

25.7 

21.6 



Smokers 

Inter 

119 

888.6 

29.8 

25.0 

Fibrinogen 

mg/dL 

NonSmokers 

Intra 

251 

1555.5 

39.4 

15.7 



NonSmokers 

Inter 

251 

4332.3 

65.8 

26.2 



Smokers 

Intra 

292 

27562 

52.5 

18.0 


Note: Negative estimates were reset to 0. Negative estimate in Mixed procedure is an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 3-way interactions. Compound symmetry covariance structure by group was used to extract inter-subject variability and intra-subject variability 
Subject 15 data was excluded from Week 6 in the above analysis. Subject had extremely high values for 3-Aminobiphenyl-Hb adduct and 4-Aminobiphenyl-Hb adduct at Week 6. 
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PM3006438206 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.1.1-8 

Intra and Inter Subject Variabilities 
{ Page 5 of 6) 


Biomarker 

Unit 

Group 

Subject Variability 

Lsmean 

Variance 

Standard Deviation 

%CV 

Fibrinogen 

mgliL 

Smokere 

Inter 

292 

6791.5 

82.4 

28.3 

C-reactive protein 

rng/dL 

NcnSmokers 

Intra 

0.274 

0.0985 

0.3138 

114.7 



NonSmokers 

Inter 

0.274 

0.3320 

0.5762 

210.6 



Smokers 

Intra 

0393 

0.1727 

0.4156 

105.8 



Smoke is 

Inlci 

0.393 

0.2581 

0.5080 

129.3 

Malondialdchyde in blood 

pmoI/L 

NonSmokers 

Intra 

0.48 

0.001 

0.031 

6.6 



NonSmokers 

Inter 

0.48 

0.007 

0.086 

18.1 



Smokers 

Intra 

0.51 

0.001 

0.029 

5.8 



Smokers 

Inter 

0.5! 

0.007 

0.086 

16.9 

11-Dehydro-thromboxane B2 

ng/mg Creatinine 

NonSmokers 

Intra 

0.705 

0.0435 

0.2087 

29.6 



NonSmokers 

Inter 

0.705 

0.0709 

0.2663 

37.8 



Smokers 

Intra 

1.023 

0,1527 

0.3908 

38.2 



Smokers 

Inter 

1.023 

0.2505 

0.5005 

48.9 

8-Epi-prostaglandin F2a 

ng/mg Creatinine 

NonSmokers 

Intra 

1.101 

00819 

0.2863 

26.0 



NonSmokers 

Inter 

I.I01 

0.1339 

0.3659 

33.2 



Smokers 

Inira 

2.009 

0.5161 

0 7184 

358 



Smokers 

Inter 

2.009 

0.9041 

0.9508 

47.3 

Malondialdchyde in urine 

nmol/mg Creatinine 

NonSmokers 

Intra 

1.683 

0.2849 

0.5338 

31.7 


Nate: Negative estimates were reset to 0. Negative estimate in Mixed procedure is an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 3-way interactions. Compound symmetry covariance structure by group was used to extract inter-subject variability and intra-subject variability. 
Subject 15 data was excluded from Week 6 in tbe above analysis. Subject had extremely high values for 3-Aminobiphenyl-Hb adduct and 4-Airunobtphenyl-Hb adduct at Week 6. 


i 
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PM3006438207 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450_ . 



Table 14.1.1-8 

Tntta and Inter Subject Variabilities 
{ Page 6 of 6 ) 


Bio marker 

Unit 

Group 

Subject Variability 

Lsmean 

Variance 

Standard Deviation 

%cv 

Malondialdehyde in urine 

nmol/mg Creatinine 

NonSmpkers 

Inter 

1.683 

0.9155 

0.9568 

56.9 



Smokers 

Intra 

1.717 

0.3086 

0.5556 

32.4 



Smokers 

Inter 

1.717 

0.8322 

0.9123 

53.1 


Note: Negative estimates were reset to 0. Negative estimate in Mixed procedure is an indication of small variance estimate. 

Model includes group, gender, week, and all 2-way and 3-way interactions. Compound symmetry covariance structure by group was used to extract inter-subject variability and intra-subject variability. 
Subject 15 data was excluded from Week 6 in the above analysis. Subject had extremely high values for 3-Aminobiphenyl-Hb adduct and 4-Ammobipbenyl-Hb adduct at Week 6. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

14,1,2 Time Effect 
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PM3006438209 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 34.1.2-1 

Likelihood Ratio Test For Time Effect 
(Page I of 2 ) 


Biomarker 

Unit 

Full Model’s 

Likelihood* 

Reduced Model’s 

Likelihood 1 * 

P-value c 

Acetonitrile in blood 

f|ig/mLV2 

111.6 

128.5 

0.1530 

Carboxyhcnnoglobi n 

% saturation 

630.4 

648.7 

0.1056 

3-Ainiuobiphenyl-Hb adduct 

pg/g hcjnoglobin 

696.6 

699.1 

0.6414 

4-Aminobiplienyl-Hb adduct 

pg/g hemoglobin 

1629 1 

1650.7 

0.0002 

Sum of Nicotine and Nicotine metabolites 

(nmol/mg Creatinine)/! 0 

-292.9 

-284.8 

0.4250 

■Nicotine 

nmol/mg Creatinine 

708.8 

713.8 

0.7619 

Cotinine 

nntolOng Creatinine 

-63.2 

-56.7 

0.5946 

Tra n s-3-h ydro xy cot i ni ne 

nmol/mg Creatinine 

2214.7 

2227.7 

0.1137 

Trans-3-hydroxycotimne-O-glucuronKle 

nmol/mg Creatinine 

1633.9 

1648.6 

0.0640 

NNAL plus NNAL-gluc 

ptnoliTng Creatinine 

26.6 

29.9 

0.5182 

NNAL 

pntol/mg Creatinine 

-425.3 

-418.0 

0.1249 

NNAL-O-glucuronide 

pmol/mg Creatinine 

-40.5 

-36.8 

0,4456 


NOTE: Full Model contains group(smokers, nonsmokeis), gentle ifmale, female), week fa subset of Week 1, Week 2, Week 3, and Week 6), and all possible two-way and three-way interaction terms. 


Reduced Model contains group(smokers, nonsmokers), gcnder(male,female), and group by gender interaction terms. 
a -2 Log-likelihood from ANOVA for Full Model. 
h -2 Log-likelihood from ANOVA for Reduced Model. 

c P-value testing for significance of time based on the likelihood ratio test {Full model vs. Reduced Model). 

NOTE: 'S he NN AL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.1.2-1 

Likelihood Ratio Test For Time Effect 
(Page 2 of 2 ) 


Full Model h Reduced Model’s 


Biomarlcer 

Unit 

Likelihood* 

Likelihood 1 * 

P-value c 

Nicotine-N-glucuranide 

nmol/mg Crcatinine 

-250,3 

-S45.2 

0.7418 

Coti nine - N -glue uronide 

mnot/mg Creatinine 

1842.9 

1846.7 

0.8746 

Acetonitrile in cxhalatc 

nL/L @20 °C and l atm 

7356.3 

7364.1 

0.4491 

Carbon monoxide 

ppm 

2303.1 

2335.5 

0,0012 

HDL-cholestcrol 

mg/dL 

2279.0 

2285.7 

0.5668 

LDL-cholesrerul 

mg/dL 

2956.1 

3000.9 

0.0644 

Fibrinogen 

mg/dL 

3723.7 

3731.2 

0.6947 

C^re active protein 

mg/dL 

421.7 

430.6 

0.3524 

Malondialdehyde in blood 

pmol/L 

-699.3 

-601.8 

<0.0001 

ll-Dehydro-thromboxane 32 

ng/mg Crcatinine 

114.2 

131.0 

0.0322 

8-Epi-prostaglandin F2a 

ng/mg Creatinine 

430.3 

447.4 

0.0295 

Malondialdehyde in urine 

nmol/mg Crcatinine 

846.6 

855.2 

0.3755 


NOTE: Full Model contains groupfsmokeis, nonsmokers), genderfmale, female), week (a subset of Week 1, Week 2, Week 2, and Week 6), and all possible two-way and three-way interaction terms. 

Reduced Model contains groupfsmokers, nonsmokers), genderf male.fcmalc), and group by gender interaction terms. 

* -2 Log-likelihood from ANOVA for Full Model. 
b -2 Log-likelihood from ANOVA for Reduced Model. 

' P-value testing for significance of time based on the likelihood ratio test (Full model vs. Reduced Model). 
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14.1.3 Dose Response Modeling 
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Tabic 14.1.3-1 

Variables Considered in Exposure-Response Modeling 
(Page 1 of 2) 


Variable 

Source 

Type 

Definition* 

Self-exposure 

Quest i onn a i re/Survey 

Continuous 

3 Day (Week 1 Survey) or 3 Month (Enrollment Questionnaire) Exposure From Cigarettes 

Age (years) 

Case Report Form 

Continuous 

Age at Enrollment 

Alcohol Use 

Questionnaire 

Categorical 

A Value of 1 for the Use of Alcohol in the Past 3 Months and 0 Otherwise 

Body Maas Index (kg/m 2 ) 

Case Report Form 

Continuous 

Body Mass Index at Screening 

Diastolic Blood Pressure (mmHg) 

Case Report Form 

Continuous 

Diastolic Blood Pressure at Enrollment or Week 1 

Exercise 

Questionnaire 

Categorical 

A Value of 1 for Exercise at Least Twice a Month and 0 Otherwise 

Use of Air Filtration Device 

Questionnaire 

Categorical 

A Value of I for the Use of Air Filtration Device at Home and 0 Otherwise 

Type of Heating System At Home 

Questionnaire 

Categorical 

A Value of 1 for the Use of Gas in Home and 0 Otherwise 

Exposure io Chemicals and/or Engine Exhaust ar the Job 

Questionnaire 

Categorical 

A Value of 1 for Being Exposed ill the Past 3 Months and 0 Otherwise 

Job Status 

Questionnaire 

Categorical 

A Value of 1 for Being Employed in at Least Two Jobs in the Past 3 Months and 0 Otherwise 

Marital Status 

Questionnaire 

Categorical 

A Value of 1 for Currently or Formerly Being Married and 0 Otherwise 

NAT2 Phenotyping 

Labs 

Categorical 

A Value of 1 for a Fast Phenotyping for NAT2 and 0 Otherwise 


a Calculation of exposure v*u iables are provided in the report. 
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Table 14.1.3-1 

Variables Considered in Exposure-Response Modeling 
(Page 2 of 2) 


Variable __ Source Type _Definition* 


Exposure to Cigarette Smoke From Visitors to Subject’s Home 

Ouestionnaire/Survey 

Continuous 

3 Day or 3 Month Exposure to Cigarette Smoke 

Exposure to Cigarette Smoke in Places (Bar, Restaurant, etc) 

Questionnaire/Survey 

Continuous 

3 Day or 3 Month Exposure to Cigarene Smoke 

Pulse (bpm) 

Case Report Form 

Continuous 

Heart Rate at Enrollment or Week 1 

Servings High in Far (per week) 

Questionnaire 

Continuous 

Total Servings per Week at Enrollment 

Gender 

Case Report Form 

Categorical 

A Value of t for Males and 0 Otherwise 

Exposure to Cigarette Smoke From Spouse at Home 

Questionnai re/Survey 

Continuous 

3 Day or 3 Month Exposure to Cigarette Smoke 

Systolic Blood Pressure (inmHg) 

Case Report Form 

Continuous 

Systolic Blood Pressure at Enrollment or Week 1 

Triglycerides (mmol/L) 

Labs 

Continuous 

Triglyceride Values at Enrollment or Week 1 

Exposure to Cigarette Smoke in Vehicles 

Questionnaire/Survey 

Continuous 

3 Day or 3 Month Exposure to Cigarette Smoke 

Use of Vitamins 

Case Report Form 

Categorical 

A Value of 1 for the Use of Vitamins and 0 Otherwise 

Exposure to Cigarette Smoke at the Work Place 

Questionnaire/Survey 

Continuous 

3 Day or 3 Month Exposure to Cigarette Smoke 

CYPIA2 Phenotyping 

Labs 

Categorical 

A Value of 1 for Good Phenotypjng fbi CYP1A2 and 0 Otherwise 


" Calculation of exposure variables are provided in the report. 
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Table 14.1.3-2 

Biomarkers Used in Exposure-Response Modeling 
_ { Page I of 2)_ 


Biomarker 

Unit 

Half-Lives Assumed (Days) 

Phase 

Response 

Acetonitrile in blood 

(ng/mL)/2 

<- 3 


Gas 

Carbon Monoxide 

Carboxy hemoglobin 

% saturation 

<~ 3 


Gas 

Carbon Monoxide 

3-Aminobipheny!-Hb adducts 

pg/g hemoglobin 


>3 

Particulate 

Tar 

4-Ami nobipbenyl-Hb adducts 

pg/g hemoglobin 


>3 

Particulate 

Tar 

Sum of Nicotine and Nicotine metabolites 

nmol/mg Creatinine 

<=3 

>3 

Particulate 

Nicotine 

Nicotine 

nmol/mg Creatinine 

<=3 

>3 

Particulate 

Nicotine 

Cotinine 

nmol/mg Creatinine 

<= 3 

>3 

Particulate 

Nicotine 

/m/iY-3-hyd roxy cotinine 

nmoi/mg Creatinine 

<= 3 


Particulate 

Nicotine 

trot} v-3 -byd mxycn Cini ne-t?-gl uci i ronide 

nmol/mg Creatinine 

<-3 


Particulate 

Nicotine 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 


>3 

Particulate 

Tar 

NNAL 

pmol/mg Creatinine 


>3 

Particulate 

Tar 

NNAL-O-glucuronitle 

pmol/mg Creatinine 


>3 

Particulate 

Tar 

N icoti ne-ALglucu roni de 

nmoi/mg Creatinine 

<=3 

>3 

Particulate 

Nicotine 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.1.3-2 

Biomaikers Used in Exposure-Response Modeling 
_(Page 2 of 2)_ 


Biomarker 

Unir 

Half-Lives Assumed (Days) 

Phase 

Response 

Coti nitie-N-g 1 iicu ro n id e 

nmol/mg Creatinine 

<= 3 > 3 

Paniculate 

Nicotine 

Carbon monoxide 

ppm 

<=3 

Gas 

Carbon Monoxide 
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Table 14.1.1-3 

Parameter Estimates for Biomazlcers of Exposure with Half-Life Less Than or Equal to 1 Days 
Exposure-Response Modeling Results Front NL1N Procedure 
( Page 1 of 10) 

Quasi-Likelihood Ratio Test 


Biomarirer 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

Acetonitrile in blood 

ng/niL 

Intercept 

-0.196336 

0.3924570 

0.5805 



Self-exposure 

0.000491 

0.0004605 

0.3376 



Age 

-0.012003 

0.0081592 

01066 



Exercise 

-0.Z5041 1 

0.1823234 

0.1417 



Gender 

0.445693 

0.1733485 

0.0076 
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Tabic 14.1.3-3 

Parameter Estimates for Biomarkecs of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NLIN Procedure 
(Page 2of 10) 

Quasi-Likelihood Ratio Test 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

Carboxy hemoglobin 

% saturation 

Intercept 

0.241380 

0 4591156 

0.5765 



Self-exposure 

0.001213 

0.0004515 

0.0075 



NAT2 P he no typing 

0.278203 

0.1442476 

0.0495 



Exposure to Cigarette Smoke From Visitors to Subjects Home 

0.002559 

0.0014239 

0.0408 



Exposure to Cigarette Smoke From Spouse at Home 

0.001539 

0.0007B94 

0.0254 



Systolic Blood Pressure 

-0.010957 

0.0037348 

0.0015 



Triglycerides 

0.115723 

0.0649646 

0.0869 



CYP1A2 Phenotyping 

0.221441 

0.1361793 

0.1116* 


a Wald p-value was shown instead of quasi-likelihood p-value due to unresolved covcrgencc problems. 
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Table 14.1.3-3 

Parameter Estimates for Biomarkers of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NUN Procedure 
(Page3 of 10) 

Quari-Likelihood Ratio Test 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

Sum of Nicotine and Nicotine 

nmol/mg Creatinine 

Intercept 

0.855702 

0.6892584 

0.1934 

metabolites 


Self-exposure 

0.004015 

0.0008907 

<0.0001 



Diastolic Blood Pressure 

-0.029437 

0.0102817 

0.0032 



Exposure to Cigarette Smoke in Places 

0.141714 

0.0453914 

0.0003 



Servings High in Fat 

-0.013061 

0.0048848 

0.0251 



Exposure to Cigarette Smoke From Spouse at Home 

0.002645 

0.0009809 

0 0003 



Triglycerides 

0.223302 

0.0830583 

0.0056 



CYP1A2 Phenotyping 

11.297173 

0.1488958 

0.0470 



Interaction between Self-exposure and Exposure to Cigarette Smoke in Places 

-0.000604 

0.0001788 

0.0004 
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Table 14.1.3-3 

Parameter Estimates for BtornarfceTs of Exposure with Ha!f-l-ife Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NL1N Procedure 
{ Page 4 of 10) 

Quasi-Likelihood Ratio Test 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

P-valuc 

Nicotine 

nmol/mg Creatinine 

Intercept 

-1.497743 

0.2514473 

<0.0001 



Self-exposure 

0.001604 

0.0005094 

0.0022 



Age 

0.014508 

0,0060193 

0.0175 



NAT2 Phenotyping 

0.273895 

U.1426963 

0.0551 



Exposure to Cigarette Smoke From Visitors to Subject Is Home 

0.001762 

0 0011343 

0.0910 



Servings High in Fat 

-0.007038 

0.0050789 

0.0001 



Exposure to Cigarette Smoke From Spouse at Home 

0.002005 

0.0007854 

0.0036 
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Table 14.1.3-3 


Parameter Estimates for Biomarkers of Exposure with Half-Life Less Than or Equal to 3 Days 

Exposure-Response Modeling Results From NLIN Procedure 

I Page 5 of 10) 







Quasi-likelihood Ratio Test 

Biomarlter 

Unit 

Parameter 


Estimate 

Standard Error 

P-value 

Cotininc 

nmol/mg Creatinine 

Intercept 


-0.061131 

0.4064676 

0.8832 



Self-exposure 


0.001643 

0.0005350 

0.0011 



Age 


0.009740 

0.0061555 

0.1147 



Body Mass Index 


-0.020746 

0.0089445 

0.0266 



Job Status 


-0.44381 3 

0 1656637 

0.0043 



Servings High in Fat 


-0.011072 

0.0047884 

0.0199 



Exposure to Cigarette Smoke From Spouse at Home 

0.002641 

0.0008547 

<0.0001 



CYPIA2 Phenotyping 


0.250673 

0.1356350 

0.0694 
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Tabic 14.1.3-3 




Parameter Estimates for Biomariters of Exposure with Half-Life Less Than or 
Exposure-Response Modeling Results From NL1N Procedure 
( Page 6 of 10 ) 

Equal to 3 Days 








Quasi-Likelihood Ratio Test 

Biomarfcer 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

l rans-3 - hy droxycotinme 

nmol/ms Creatinine 

Intercept 

4X372936 

0.4085448 

0.3648 



Self-exposure 

3.001811 

0.0005995 

0.0029 



Alcohol Use 

0.320010 

0.1870219 

0.1083 



Body Mass Index 

-0.045218 

0.0100594 

<0.0001 



Use of Air Filtration Device 

0.197364 

0.1706G74 

0.0024 



Type of Heating System At Home 

0.414330 

0.1570902 

0.0124 



Exposure to Cigarette Smoke in Places 

0.066737 

0.0213646 

0.0013 



Servings High in Fat 

-0.017007 

0.0053383 

0.0024 



Gender 

-0.425968 

0.1328! 69 

0.0016 



Exposure to Cigarette Smoke Fmm Spouse at Home 

0.002241 

0.0008791 

0.0013 



Triglycerides 

0.259458 

0.0749124 

0.0006 



Exposure to Cigarette Smoke at the Work Place 

0.081292 

0.0448428 

0.0407 



CYP1A2 Phenotyping 

0.458212 

0.1528545 

0.9025 
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Table 14,1.3-3 

Parameter Estimates for Biomarkers of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NUN Procedure 
( Page 7 of 10) 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

T ran s-3 -hydroxy cotinine-O- 

nmol/mg Creatinine 

Intercept 

-0.551557 

0.4265084 

0.1890 

glucuronide 








Self-exposure 

0.002307 

00004655 

<U)_0001 



Age 

0.026152 

0.0066709 

0.0001 



Use of Air Filtration Device 

0.284836 

0.1327536 

0.0036 



Marital Status 

-0.512928 

0.1454429 

0.0005 



Exposure to Cigarette Smoke in Places 

0.054133 

0.0163600 

0.0005 



Servings Higti in Fai 

-0.009416 

0.0038399 

0.0190 a 



Exposure to Cigarette Smoke From Spouse at Home 

0.001499 

0.0006623 

0.0146 



Systolic Blood Pressure 

-0.010584 

0.0032095 

0.0008 



Triglycerides 

0.142576 

0.0542078 

0.0064 


a Wald p-valite was shown instead of quasi-likelihood p-value due to unresolved eovergence problems. 
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Table 14.1.3-3 

Parameter Estimates for Btomarkers of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NLTN Procedure 
(Page 8 of 10 ) 


Biomarker 

Unit 

Parameter 

Estimate 

Q\j as i-Likelihood Ratio Test 

Standard Error P-value 

Nicotine-N-glucuronide 

nmol/mg Creatinine 

Intercept 

-P.568999 

0.3332073 

0.1073 



Self-exposure 

0.027839 

0.0093655 

0.0051 



Alcohol Use 

-0.339502 

0.2153368 

0.0898 



Job Status 

-0.391376 

0.1904927 

0.0291 



Triglycerides 

0.278758 

0.1160564 

0.0164 



Interaction between Self-exposure and Triglycerides 

-0,005798 

0.0027364 

0.0775 
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Etiomarker 


Cotinine-N-glucuronide 


' Wald p-value was shown 
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Parameter Estimates for Biomarfcers of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure ^Response Modeling Results FromNLIN Procedure 
( Page 9 of 10) 


Unit 


nmol/mg Creatinine 


Quasi-Likelihood Ratio Test 


Parameter 

Estimate 

Standard Error 

P-valuc 

Intercept 

0.081336 

0.6032211 

0.8863 

Self-exposure 

0.055378 

0.0099735 

<0.0001 

Marital Status 

-0.260415 

0.1662558 

0.1589 

Exposure to Cigarette Smoke in Places 

0.198163 

0.0548978 

<0.0001 

Servings High in Fat 

-0.009996 

0.0054425 

0.0737 a 

Systolic Blood Pressure 

-0.011027 

0.0047800 

0.0109 

Triglycerides 

0.266432 

0.09233 II 

0.0040 

Exposure to Cigarette Smoke at the Wort: Place 

0126693 

0.0482075 

0.0003 

Interaction between Self-exposure and Exposure to Cigarette Smoke in Places 

-0011025 

0.0027448 

0.0005 


istead of quasi-likelihood p-value due to unresolved covergence problems. 
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Table 14.1,3-3 

Parameter Estimates for Biomarkers of Exposure with Half-Life Less Than or Equal to 3 Days 
Exposure-Response Modeling Results From NLfN Procedure 
(Page 10 of 10) 


Biomarker Unit 

Parameter 


Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

Carton monoxide ppm 

intercept 


0.044879 

0.4934992 

0.9285 


Self-exposure 


0.000611 

0.0004393 

01906 


Marital Status 


0.210444 

0.1355402 

0.1442 


NAT2 Pheno typing 


0.243929 

0.1373252 

0.0689 


Exposure to Cigarette Smoke From Visitors to Subject^ Home 


0.004389 

0.0017123 

0.0025 


Exposure to Cigarette Smoke From Spouse at Home 


0.002377 

0.0011702 

0.0042 


Systolic Blood Pressure 


-0.007730 

0.0037335 

0.0310 


Triglycerides 


0.112438 

0.0612380 

0.0873 


Exposure to Cigarette Smoke in Vehicles 


-0.048106 

0.0258166 

0.0656 


CYP1A2 Phenotyping 


0.299765 

0.1315416 

0.0282* 

* Wald p-valuc was shown instead of quasi-likelihood p-value due to unresolved covergence problems. 
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Table 14 13-4 

Parameter Estimates for Bicmarkerc of Exposure with Hair-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NLTN Procedure 
{ Page 1 of 10 > 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

3-AminobiphenyI-Hb adducts 

pg/g hemoglobin 

Intercept 

0 878892 

0.4702694 

<1.0541 



Self-exposure 

0.000036 

0.0000167 

0.0320 



Marital Status 

-0.409828 

01316271 

0.0015 



NAT2 Phenotyping 

-0.475411 

0.1246246 

0.0002 



Exposure to Cigarette Smoke in Places 

-0.002158 

0.0007729 

0.0090 



Exposure to Cigarette Smoke From Spouse at Home 

0.000049 

0.0000203 

0.0090 



Systolic Blood Pressure 

-0.013594 

0.0036671 

0.0001 



Triglycerides 

0.147538 

0.0554219 

0.0051 



Use of Vitamins 

0.226863 

0.1314464 

0.0824 



Exposure to Cigarette Smoke at the Work Place 

0.000928 

0.0004742 

0.0310 



CYP1A2 Phenotyping 

0.242086 

0.1242907 

0.0591 * 


* Wald p-value was shown instead of quasi-likelihood p-value due to unresolved covergence problems. 
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Tabic 14,1.3-4 

Parameter Estimates for Biomaricers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NLIN Procedure 
( Page 2 of 10) 


Biomarker 

Unit 

Parameter 

Estimate 

Quasi-Likelihood Ratio Tesr 

Standard Error P-value 

4-Airifnubiphenyf-Hl) adducts 

pg/g hemuglcbiii 

Inteivept 

0.816167 

0.5099615 

0.0910 



Self-exposure 

0.000058 

0.0000161 

0.0002 



Marital Status 

-0.339105 

0.1420826 

0.0157 



Exposure to Cigarette Smoke From Spouse at Home 

0.000031 

0.0000227 

0.1273 



Systolic. Blood Pressure 

-0.011079 

0.0037539 

0.0016 



CYP1A 2 Phenotyping 

0.336045 

0.1298167 

0.0132 1 


* Wald p-value was shown instead of quasi-likelihood p-value due to unresolved covergence problems. 
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PM3006438228 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-1 

Parameter Estimates for Bio markers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NUN Procedure 
( Page 3 of 10) 


Riomarker 

Unit 

Parameter 

Estimate 

Standard Error 

Ouasi'Likdihood Ratio Test 

P-value 

Sum of Nicotine and Nicotine 

nmol/mg Creatinine 

Intercept 

0.434195 

0.4079257 

0.247! 

metabolites 








Self-exposure 

0.000113 

0.0000272 

0.0001 



Body Mass Index 

-0.03S6I4 

0.0123776 

0.0008 



Use of Air Filtration Device 

0.298491 

0.1990008 

0.1423* 



Exposure to Chemicals and/or Engine Exhaust at the Job 

0.821517 

0.3306419 

0.0073 



Job Status 

-0.289569 

0.1927031 

0.1340 



NAT2 Phenotyping 

0.396020 

0.1922413 

0 0291 



Exposure to Cigarette Smoke in Places 

-0.004579 

0.0014037 

0.0016 



Servings High in Fat 

-0.020295 

0.0060751 

0.0020" 



Gender 

-0.282066 

0.1679733 

0.0909 



Exposure to Cigarette Smoke From Spouse at Home 

0.000105 

O.OOOQ323 

0.0001 



Triglycerides 

0.298730 

0.0853020 

0.0003 


' Wald p-value was shown instead of quasi-likelihood p-value due to unresolved covergettce problems. 
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PM3006438229 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.1.3-4 

Parameter Estimates for BiomaAets of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NUN Procedure 
( Page 4 of]0) 


Biorra titer 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-valuc 

Nicotine 

nmol/mg Creatinine 

intercept 

-1.554667 

0.2588453 

<0.0001 



Self-exposure 

0.000071 

0.0000187 

0.0002 



Age 

0.016191 

0.0059SI6 

0.0090 



NAT2 Phenotyping 

0.259864 

0.1427175 

0.0671 



Exposure to Cigarette Smoke in Places 

-0001426 

0 0009147 

0.1134 



Servings High in Fat 

-0.005800 

0.0048868 

0,0993 
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PM3006438230 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-4 

Parameter Estimates for Biomarkers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NUN Procedure 
fPage 5 oflO) 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

revalue 

Cotininc 

nmol/mg Creatinine 

Intercept 

0.382162 

0.5913577 

0.5203 



Self-exposure 

0.000072 

0.0000191 

0.0001 



Age 

0.017243 

0.0063941 

0.0045 



Diastolic Blood Pressure 

-0.023468 

0.0081299 

0.0025 



Use of Air Filtration Device 

0 390216 

0.1674217 

0 0180 



Job Status 

-0.255541 

0.1587223 

0.0999 



NAT2 Pheifoiyping 

0.460028 

0.1516883 

0.0021 



Exposure to Cigarette Smoke in Places 

-0.002411 

0.0013117 

0.0761 



Exposure to Cigarette Smoke From Spouse at Home 

0.000047 

0.0000253 

0.0488 



Exposure to Cigarette Smoke in Vehicles 

-0.002919 

0.0009317 

0.0097 



Use of Vita mins 

0.298005 

0.1553080 

0.0515 
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PM3006438231 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.1.3-4 

Parameter Estimates for Biomarkers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NLIN Procedure 
( Page 6 of 101 

Quasi-Likelihood Ratio Test 


Biotnarkcr 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

Intercept 

-0.947362 

0.1839637 

*0,0001 



Self-exposure 

0.000086 

0.0000236 

0.0001 



NAT2 Phenotyping 

0.271581 

0.1879421 

0.1349 



Gender 

-0.431957 

0.1787089 

0.0149 



Exposure to Cigarette Smoke From Spouse at Home 

0.000041 

0.0000291 

0.1221 



Exposure to Cigarette Smoke in Vehicles 

-0,002834 

0.0010644 

0.0189 



CYPIA2 Phenotyping 

0.376097 

0.1641859 

0.0440 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438232 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-4 

Parameter Estimates for Btomarkers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NLIN Procedure 
( Page 7 of 10! 


EJiomarkcr 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-likelihood Ratio Test 

P-yaluc 

NNAL 

pmol/mg Creatinine 

Intercept 

0.759077 

0.6010235 

02240 



Se ff- exposure 

0.001076 

00002300 

<0.0001 



Age 

0.019490 

0.0071429 

0.0049 



Diastolic Blood Pressure 

•0.027017 

0.0085610 

0.0017 



Use of Air Filtration Device 

0.483256 

0.1742169 

0.0001 



Marital Status 

0.373121 

0.1551 880 

0,0144 



NAT2 Phenotyping 

0.397988 

0.1619116 

0.0110 



Exposure to Cigarette Smoke in Places 

-0.002619 

0.0012911 

0.0545 



Servings High in Fat 

-0.008139 

0.0044537 

0.0029 



Gender 

-0.383246 

0.1452423 

0.0062 



Exposure to Cigarette Smoke From Spouse at Home 

0.000070 

0.0000256 

0.0037 



Exposure to Cigarette Smoke in Vehicles 

-0.003323 

0.0008725 

0,0009 


NOTE: The NNAL and NNAL glue data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438233 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-4 

Parameter Estimates for Biomatkere of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results Emm NUN Procedure 
(Page 8 of 10) 







Quasi-Likelihood Ratio Test 

B to marker 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

NN AL-O-gl ucuron i de 

pmol/mg Creatinine 

Intercept 

0.722334 

0.6314869 

0.2391 



Self-exposure 

0.001888 

0.0003438 

0.0003 



Diastolic Blood Pressure 

-0.031002 

0.0097034 

0.0008 



NAT2 Phenotyping 

0.267340 

0.1418965 

0.0509 



Exposure to Cigarette Smoke From Visitors la Subject Home 

0.000337 

0.0001483 

0.0001 



Servings High in Fat 

-0.012165 

0.0049367 

0.0039 



Exposure U> Cigarette Smoke From Spouse at Hume 

0.000057 

0.0000249 

0,0143 



Triglycerides 

0.323744 

0.1118177 

0.0011 



Exposure to Cigarette Smoke in Vehicles 

-0.001941 

0.0008989 

0.0545 



Interaction between Self-exposure and Exposure to Cigarette Smoke From Visitor 
to Subject is Home 

- 0.000000 

0.0000002 

0.0005 



Interaction between Self-exposure and Triglycerides 

-0.000263 

0.0000907 

0.0153 


NOTE: The NN AL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438234 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-4 

Parameter Estimates for Biomariters of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From N LIN Procedure 
(Page 9 of 10) 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Eiror 

Quasi-Likelihood Ratio Test 

P-value 

Nicotinc-N-glucuronide 

nmol/mg Creatinine 

Intercept 

0.690542 

0.6243703 

0.2538 



Self-exposure 

-0-0017(7 

0.0011198 

0-1356 



Alcohol Lise 

-0.698390 

0.2214538 

0.0007 



Body Mass Index 

-0.016946 

0.0216194 

0.4301 



Use of Air Filtration Device 

0.362209 

0.1852993 

0.0074 



Job Status 

-0.275891 

0,1707846 

0.0924 



Marital Status 

-0.285040 

0.1488958 

0.0476 



NAT2 Phenotyping 

0.357118 

0.1608541 

0.0231 



Exposure to Cigarette Smote in Places 

-0.004530 

0.001634! 

0.0017 



Exposure to Cigarette Smoke From Spouse at Home 

0.000068 

0.0000276 

0.0054 



Exposure to Cigarette Smoke in Vehicles 

-0.002157 

0 0010182 

0.0529 



CYP1A2 Phenotyping 

-0.267544 

0.1623573 

0.1069 



Interaction between Self-exposure and Body Mass Index 

0.000093 

0.0000390 

0.0212 
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PM3006438235 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.34 

Parameter Estimates for Biomarkers of Exposure with Half-Life Greater Than 3 Days 
Exposure-Response Modeling Results From NLIN Procedure 
{ Page 10 of 10 ) 







Quasi-Likelihood Ratio Test 

Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

P-value 

Cotininc-N-gJucuronidc 

nmol/mg Creatinine 

Intercept 

0.688627 

0.7439985 

0.3583 



Self-exposure 

-0.001689 

0.0011648 

0.1708 



Alcohol Use 

-0.404278 

0.2301654 

0.0708 



Body Mass Index 

-0.052639 

0.0260299 

0.0459 



Marital Status 

-0.347023 

0.1626902 

o.ow 



Exposure to Cigarette Smoke in Places 

-0.004679 

0.0009429 

<0.0001 



Gender 

-0.648578 

0.1599572 

<0.0001 



Exposure lo Cigarette Smoke From Spouse at Home 

0.000058 

0.0000304 

0.0404 



Triglycerides 

0.361298 

0.1162535 

0.0018 



Exposure to Cigarette Smoke in Vehicles 

0.004186 

0.0028267 

0.14S6 



Exposure to Cigarette Smoke at the Work Place 

0.003739 

0.0014748 

0.0011 



Interaction between Self-exposure and Body Mass Index 

0.000142 

0.0000459 

0.0036 



Interaction between Self-exposure and Triglycerides 

-0.000315 

0.0001022 

0.0248 



Interaction between Self-exposure and Exposure to Cigarette Smoke in vehicles 

■0.000008 

0.0000036 

0.0451 



Interaction between Self-exposure and Exposure to Cigarette Smoke at the Work. 
Place 

-0.000005 

0.0000021 

0.0285 
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PM3006438236 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-5 

Variables Considered in Exposure-Response Modeling of Biomafkcre of Effect 


Variable 

Source 

Type 

Definition 

Age tyears)' 

Case Report Form 

Continuous 

Age at Enrollment 

Body Mass Index (kg/m 2 )* 

Case Report form 

Continuous 

Body Mass index at Screening 

lender 

Case Report Form 

Categorical 

A Value of 1 tor Males and 11 Otherwise 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Labs 

Continuous 

Biomarker of Exposure 


’ Derived from dam collected on the Case Report Form. 
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PM3006438237 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-6 

Parameter Estimates forBiomaikeis of Effect 
Exposure-Respouse Modeling Results From NLIN Procedure 
(Page 1 of 5 ) 


Biomariter 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

LDL-cholesterol 

mg/dL 

Intercept 

-0.40983 

0.385154 

0.2991 



Age 

0.01163 

0.006103 

0.0519 



Body Mass Index 

0.00946 

0.009116 

0.3095 



Uendcr 

0.07546 

aiiW99 

0.5547 



Sinn of Nicotine and Nicotine metabolites 

0.00230 

0.001594 

0.1451 


Final Draft: 22 October 2003 


Page 268 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438238 


RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-6 

Parameter Estimates for Biomarkers of Effect 
Expo sure-Response Modeling Results Front NL1N Procedure 
(Page 2 of 5 ) 


Biomarker 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

Fibrinogen 

mg/dL 

Intercept 

-0.11285 

0.339175 

0.7409 



Age 

0,00705 

0.005189 

0.1707 



Body Mass Index 

0.01537 

0.008649 

0.0814 



Gender 

-0.30156 

0.105195 

0.0043 



Sunt of Nicotine and Nicotine metabolites 

0.00004 

0.001341 

0.9783 
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PM3006438239 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-6 

Parameter Estimates for Biomarkers of Effect 
Exposure-Response Modeling Results From NL1N Procedure 
(Paged of 5) 


Biomark cr 

Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

C-reactive protein 

mg/dL 

Intercept 

-1.91215 

0.577963 

0.0003 



Age 

-0.00304 

0.008105 

0.6979 



Body Mass Index 

0.04234 

0.014609 

0.0015 



Gender 

-0.30327 

0.179824 

0.0883 



Sum of Nicotine and Nicotine metabolites 

0.00288 

0.002208 

0.1738 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.3-6 

Parameter Estimates for Biomarfcers of Effect 
Exposure-Response Modeling Results From NUN Procedure 
{Page 4 of 5 ) 


Biomarker Unit 

Parameter 

Estimate 

Standard Error 

Quasi-Likelihood Ratio Test 

P-value 

1 l-Ddiydro-thromboxane B2 pg/mg Creatinine 

Intercept 

-1.19886 

0.492844 

0.0158 


Age 

0.01026 

0.007629 

0.1896 


Body Mass Index 

0.02720 

0.0! 2648 

0.0262 


Gender 

-0.12948 

0.155677 

0.4009 


Sum of Nicotine and Nicotine metabolites 

0.00406 

0.002017 

0.0398 
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PM3006438241 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14,1.3-6 

Parameter Estimates for Biomarkers of Effect 
Exposure-Response Modeling Results From NLIN Procedure 
( Page 5 of 51 


Biomarkcr 

Unit 

Parameter 

Estimate 

Standard Ettoc 

Quasi-Likelihood Ratio Test 

P-valuc 

8-Epi-prostaglflndin F2tx 

pg/mg Creatinine 

Intercept 

-0.55824 

0.330361 

0.0893 



Age 

-0.00956 

0.004851 

0.0514 



Body Mass index 

0.01351 

0.008097 

0.0845 



Gender 

-0.13548 

0.106640 

0 2018 



Sum of Nicotine and Nicotine metabolites 

0.00698 

0.001387 

<0.0001 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 

14.1.4 Supplementary Analysis 
14.1.4.1 Laboratory Comparison 
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• ft 

RSR 

Protocul No. PM-S450 

Covance CRU Study No. 12226-8450 

Table 14.1.4.1-1 

Analyses of Selected Biomatkets Measured by INBIFO and Covance Laboratories 
( Page 1 of 11 ) 


Biotnarker 

Unit 

Week 

Statistic 

Difference 1 

P-value" 

4-Aminobiphenyl-Hb adduct 

pg/g hemoglobin 

Week 1 

N 

15 

0.1552 




MEAN 

-6.12 





SD, SE 

15484,3.998 





MEDIAN 

-4.02 





MIN, MAX 

-48.13,19.24 





5%. 95% 

48.13. 19.24 




Week 6 

N 

15 





MEAN 

-0.30 





SD, SE 

6.529. 1.686 





MEDIAN 

-0.94 





MIN. MAX 

-7.55, 20.89 





5%. 95% 

-7.55, 20.89 



* Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value - INBIFO value. 

* P-value derived tom statistical analysis using Mixed procedure in SAS after controlling for week differences. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4. M 

Analyse? of Selected Biomarkers Measured by INB1FO and Covance Laboratories 
(Page 2 of II) 


BiomaTfcer Unit Week 

Statistic 

Difference" 

P-value* 

Sum of Nicotine and Nicotine metabolites nmol/mg Creatinine Week 1 

N 

6 

<0,0001 


MEAN 

13.212 



SD.SE 

6.5616,2.6788 



MEDIAN 

14.367 



MIN, Max 

4.133,21.126 



5%, 95% 

4.133,21.126 


Week 2 

N 

6 



MEAN 

14.421 



SD.SE 

9.7888,3.9963 



MEDIAN 

12.960 



MIN, MAX 

5.578,33.129 



5%. 95% 

5.578,33.129 


Week 3 

N 

5 



MEAN 

11.741 



SD, SE 

6.8063, 3.0439 



MEDIAN 

10.342 



MIN, MAX 

3.767,20.156 



5%, 95% 

3.767,20.156 


* Descriptive statistics for tbe difference between Covance value and INBIFO value. Difference calculated as Covance value - 
h P-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 

INBIFO value. 




Final Draft: 22 October 2003 


Page 275 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438245 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.I.4.1 -I 

Analyses of Selected Biumarkers Measured by INBIFO and Covance Laboratories 
(Page 3 of H) 


Biomarker 

Unit 

Week 

Statistic 

Difference 3 

Nicotine 

nmol/mg Creatinine 

Week 1 

N 

6 




MEAN 

0.794 




SD,SE 

0.5568,0.2273 




MEDIAN 

0.765 




MIN, MAX 

0.188, 1.459 




5%, 05"/. 

0.188,1.459 



Week 2 

N 

6 




MEAN 

1.147 




SD.SE 

0.7302,0.298! 




MEDIAN 

1.046 




MIN, MAX 

0.202, 2.347 




5%, 95% 

0.202,2.347 



Week 3 

N 

5 




MEAN 

0.563 




SD.SE 

0.2924,0.1308 




MEDIAN 

0.655 




MIN, MAX 

0.193, 0.883 




5%, 95% 

0.193, 0.883 


* Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value - INBIFO value 
b P-valuc derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 
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RSR 

Prolucol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14.] .4.1-1 

Analyses of Selected Biomarkers Measured by 1NB1FO and Covance Laboratories 
I Page 4 of 11) 


Biomarker 

Unit 

Week 

Statistic 

Difference* 

P-value h 

Cotinine 

nmol/mg Creatinine 

Week I 

N 

7 

0.0002 




MFAN 

0.742 





SD,SE 

0.7442, 0.2813 





MEDIAN 

0.509 





MIN, MAX 

-0.006, 1.842 





5%, 95% 

-0.006,1.842 




Week 2 

N 

6 





MEAN 

1.441 





SD, SE 

1.0953, 0.4471 





MEDIAN 

1.025 





MIN, MAX 

0.479, 3.178 





5%, 95% 

0.479, 3.178 




Week 3 

N 

5 





MEAN 

0.782 





SD, SE 

0.7767, 0.3473 





MEDIAN 

0.946 





MIN, MAX 

-0154, 1.758 





5%, 95% 

-0,154. 1.758 



' Descriptive staiislies for the difference between Covance value and INBIFO value. Difference calculated as Covance value - INBIFO value. 
1 F-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences, 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.1-1 

Analyses of Selected Biomaikeis Measured by INBIFO and Covance Laboratories 
( Page 5 of 11) 


Biomaricer Unit Week 

Statistic 

Difference* 

P-value" 

Trans-3-hydroxycotinine nmol/mg Creatinine Week 1 

N 

12 

0 0015 


MEAN 

1.599 



SD, SE 

2.2918,0.6616 



MEDIAN 

0.358 



MrN, MAX 

0.001, €.523 



5%, 95% 

0.001.6.523 


Week 2 

N 

11 



MEAN 

2.498 



SD, SE 

3.6010,1.0857 



MEDIAN 

0.658 



MIN. MAX 

-0.005,10.597 



5%, 95% 

-0.005,10.597 


Week 3 

N 

9 



MEAN 

1.526 



SD, SE 

3.5618, 1.1873 



MEDIAN 

0.176 



MIN, MAX 

0.000, 10.917 



5%, 95% 

0.000, 10.917 


6 Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value 
b p-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 

- INBIFO value. 
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Table 14.1.4.M 

Analyses of Selected Biomarkers Measured by INBIFO and Covance Laboratories 
( Page 6 of 11 ) 


Biomarkcr Unit Week 

Statistic 

Difference 3 

P-value b 

Trans-3-hydroxycoiimne-O-glucuronide nmol/mg Creatinine Week I 

N 

6 

<0.0001 


MEAN 

2.935 



SD, SE 

2.5575, 0.9042 



MEDIAN 

2.542 



MIN, MAX 

-0.043, 6.480 



5%, 95% 

-0.043, 6.480 


Week 2 

N 

7 



MEAN 

3.575 



SD, SE 

4.9873,1.8850 



MEDIAN 

2.608 



MIN, MAX 

-1.196,14.047 



5%. 95% 

-1.196,14.047 


Week 3 

N 

5 



MEAN 

3.691 



SD. SE 

1.1027,0.4932 



MEDIAN 

3.509 



MIN, MAX 

2.197,5.182 



5%, 95% 

2.197, 5.182 


' Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value 

-INBIFO value. 




h P-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1 AM 

Analyses of Selected Bicmarkers Measured by INBIFO and Covance Laboratories 
{ Page 7 of 11 ) 


Biomarker 

Unit 

Week 

Statistic 

Difference* 

P-vslue" 

NNAL plus NNAL-gluc 

pmol/mg Creatinine 

Week l 

N 

4 

0.0079 




MEAN 

0.768 





SD, SE 

0.5635,0.2817 





MEDIAN 

0.801 





MIN, MAX 

0.126, 1.346 





5%, 95% 

0.126,1.346 




Week 3 

N 

5 





MEAN 

1.127 





SD, SE 

1.0251,0.4585 





MEDIAN 

0.949 





MIN, MAX 

0.036,2.498 





5%, 95% 

0.036,2.498 



a Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value - INBIFO value. 
h P-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Covance CRU Study No. 12226-8450 


Table 14.1.4.1-1 

Analyses of Selected Biomatkerc Measured by INB1FO and Covance Laboratories 
( Page 8 of !1) 


Biomarker 

Unit 

Week 

Statistic 

Difference* 

NNAL 

pmo!/mg Creatinine 

Week 1 

N 

4 




MEAN 

0.244 




SD.SE 

€.1564,0.0782 




MEDIAN 

0.184 




MIN. MAX 

0.137, 0.471 




5%, 95% 

0.137,0.471 



Week 3 

N 

4 




MEAN 

0.308 




SD.SE 

0.1405, 0.0703 




MEDIAN 

0.247 




MIN, MAX 

0.221,0.518 




5%, 95% 

0.221,0.518 


' Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value - 1NBIFO value. 
" P-value derived from statistical analysis using Mixed procedure in S AS after controlling for week differences. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.1.4.1-1 

Analyses of Selected Bicmaikcre Measured by 1NBIFO and Covance laboratories 
( Page 9 of 11) 


Biomarker 

Unit 

Week 

Statistic 

Difference' 

NNAL-O-glucunonide 

pmol/iTJg Creatinine 

Week 1 

N 

4 




MEAN 

0.524 




SD, SE 

0.5021,0.2510 




MEDIAN 

0.600 




MIN, MAX 

-0.099, 0.983 




5% 95% 

-0.099, 0.983 



Week 3 

N 

4 




MEAN 

1.091 




SD, SE 

0.9310, 0.46S5 




MEDIAN 

0.998 




MIN, MAX 

0.091,2.276 




5%, 95% 

0.091,2.276 


a Descriptive statistics for the difference between Covance value and INB1FO value. Difference calculated as Covance value - INBIFO value. 
H P-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.1.4.1-1 

Analyses of Selected Biomarkers Measured by INBIFO andCovance Laboratories 
(Page 10of 11 1 


Biomarker 


Unit 


Week 


Statistic 


Difference" 


P-value" 


N icoti ne-N »g1 ii c itron i tie 

nmol/mg Creatinine 

Week 1 

N 

6 




MEAN 

0.125 




SD, SE 

0.9589,0.3915 




MEDIAN 

-0.133 




MIN, MAX 

-0.767, 1.940 




5%. 95% 

-0.767, 1.940 



Week 2 

N 

6 




MEAN 

-0.183 




SD, SE 

1.2680.0.5177 




MEDIAN 

-0.064 




MIN, MAX 

-2.316, 1.203 




5%. 95% 

-2.316, 1.203 



Week 3 

N 

4 




MEAN 

0.678 




SD, SE 

1.1112,0.5556 




MEDIAN 

0.961 




MIN, MAX 

-0.778, 1.567 




5%. 95% 

-0.778,1.567 


* Descriptive statistics for the difference between Cavance value and INBIFO value. Difference calculated as Covanee value - INBIFO value. 
h P-valuc derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 
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Table 14.1.4.1-1 

Analyses of Selected Biomarkers Measured by INBIFOand Covance Laboratories 
(Page 11 of 11 ) 


Biomarker 

Unit 

Week 

Statistic 

Difference* 

P-value” 

Cotinine- N -glucuroni de 

itmol/tng Creatinine 

Week 1 

N 

6 

<0.0001 




MEAN 

4.314 





SD.SE 

3.2818,1.3398 





MEDIAN 

3.910 





MIN, MAX 

0.839, 10.239 





5%, 95% 

0.839, 10.239 




Week 2 

N 

6 





MEAN 

3.269 





SD, SE 

1.7736,0.7241 





MEDIAN 

3.625 





MIN, MAX 

0.418,5.133 





5%. 95% 

0.418, 5.133 




Week 3 

N 

5 





MEAN 

3.658 





SD.SE 

1.9952,0.8923 





MEDIAN 

3.391 





MIN, MAX 

1.258,6.685 





5%, 95% 

1.258,6.685 



1 Descriptive statistics for the difference between Covance value and INBIFO value. Difference calculated as Covance value - INBIFO value. 
” P-value derived from statistical analysis using Mixed procedure in SAS after controlling for week differences. 
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I-Week 1, 3-Week 3 
Figure 14.1.4.1-7 

Covance by INBIFO for NNAL plus NNAL-gluc (pmof/mg Creatinine) 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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24 — Hour Urine Biomarkcr of Expooure: 
NNAL (pmol/mg Creatinine) 

Diagonal line is y — x. 

BLQ valTif?ft w^rp removed from this analysis. 



1-Week 1; 3=Week 3 
Figure 14.1.4.1-8 

Covance by 1NBIF0 forNNAL (pmol/mg Creatinine) 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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0 12 3 

INBIFO 


I= Week i; 3=Week3 
Figure 14,1.4.1-9 

Covance by INBIFO For NNAL-O-gfttcuronrcfe (pmof/mg Creatinine) 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 1 of7) 


Analytical Lab 

Timepoint Biomarker 

Statistic 

Exposed 

Nut-ex posed 

P-value' 

Week [ Harrogate 





4-Amiiioblphenyl-Hh adduct (pg/g hemoglobin) 

N 

30 

35 

0.0032 


MEAN, GEO MEAN 

8.73,7.91 

6.04,5.51 



SD.SE 

4.248,0.776 

2.668. 0.451 



MEDIAN 

7.56 

5.50 



MIN, MAX 

2.95, 23.25 

2.49,13.38 



5%, 95% 

3.94,17.37 

2.90,11.63 



#nf RLQ/AT.Q Vs lues 

fl/ft 

0/0 


Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

30 

35 

0.0040 


MEAN, GEO MEAN 

0.101, 0.053 

0.048, NA 



SD, SE 

0.1522, 0.0278 

0.0739, 0.0125 



MEDIAN 

0.044 

0.033 



MIN. MAX 

0.005.0.677 

0.000.0.340 



5%, 95% 

0.017,0.447 

0.016,0,306 



# of BLQ/ALQ Values 

070 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

30 

35 

0.4031 


MEAN, GEO MEAN 

0.028. NA 

0.013, NA 



SD, SE 

0.0644, 0.0118 

0.0174, 0.0029 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000,0.271 

0.000, 0,086 



5%. 95% 

0.000,0.253 

0.000, 0,074 



ft of BLQ/ALQ Values 

19/0 

32/0 


Harrogate 





Cotinine (nmol/mg Creatinine) 

N 

30 

35 

0.4254 


MEAN, GEO MEAN 

0-016, NA 

0.011. NA 



SD, SE 

0.0220,0.0040 

0.0118, 0.0U20 



MEDIAN 

o.oi i 

0.006 



MIN, MAX 

0.000, 0.114 

0.000, 0.057 



5%, 95% 

0.000,0.057 

0.000.0.051 



# of BLQ/ALQ Values 

18/0 

31/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
* P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokeis Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 2 of 7) 


Analytical Lab 

Timer*) int Biomarker 

Statistic 

Exposed 

Not-exposed 

P-valu«' 

Week 1 Harrogate 





Trans-3-hydroxycotlnine (nmol/mg Creatinine) 

N 

30 

35 

0.0073 


MEAN, GEO MEAN 

C.035, 0.019 

0.017. NA 



SD.SE 

0.0497, 0.0091 

0.0320, 0.0054 



MEDIAN 

0.016 

0.010 



MIN, MAX 

0.005, 0.219 

0.000, 0.187 



5%, 95% 

0.005,0.166 

0.005,0.068 



# of BLQ/ALQ Values 

8/0 

14/0 


Harrogate 





Trans-3-hydroxycotinlne-O-glucuronlde (nmol/mg Creatinine) 

N 

28 

25 

0.0284 


MEAN. GEO MEAN 

0.009, NA 

0.002, NA 



SD, SE 

0.0145,0.0027 

0.0044, 0.0009 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000,0.053 

0.000, 0.018 



5%, 95% 

0.000,0,051 

0 000, 0.012 



# of B LQ/A LQ V allies 

8/0 

14/0 


Harrogate 





Nfcotine-N-glucuronide (nmol/mg Creatinine) 

N 

29 

33 

0.0158 


MEAN, GEO MEAN 

0.003, NA 

0.001, N A 



SD, SE 

0.0047. 0.0009 

0.0048,0.0008 



MEDIAN 

0,000 

0.000 



MIN, MAX 

0.000,0.021 

0.000,0.023 



5%, 95% 

0.000.0.012 

0.000,0.016 



# of BLQ/ALQ Values 

19/0 

32/0 


Harrogate 





Cotininc-N-glucuronide (nmol/mg Creatinine) 

N 

30 

35 

0.0012 


MEAN, GEO MEAN 

0.012, NA 

0.005, NA 



SD, SE 

0.0200,0.0037 

0.0143,0.0024 



MEDIAN 

0.004 

0.000 



MIN, MAX 

0.000,0.075 

0.000, 0.064 



5%, 95% 

0.000, 0.066 

0.000,0.055 



# of BLQ/ALQ Values 

18/0 

31/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
' P-valuc from Wilcoxon rank-sum test. 
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Table 14.1,4,2-1 

Statistical rnmparisnn Between Non-Smelters Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 1-Day Period Before Sample Collection 

(Page 3 of7) 


Analytical Lab 

Timepoint Biomaricer 

Statistic 

Exposed 

Not-exposed 

P-value’ 

Week 2 Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

28 

37 

<.0001 


MEAN, GEO MEAN 

0.212, 0.086 

0.036, NA 



SD.SE 

0.5467,0.1033 

0.0345,0.0057 



MEDIAN 

0.077 

0.022 



MIN. MAX 

0.016,2.938 

0.000,0.186 



S%, 95% 

0.017, 0.606 

0.011,0.105 



tl of BLQ/ALO Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

28 

37 

0.0064 


MEAN, GEO MEAN 

0. 079, NA 

0.009, NA 



SD, SE 

0.3342,0.0632 

0.0063,0.0010 



MEDIAN 

0.012 

0.006 



MIN. MAX 

0.000,1 782 

0.000,0.025 



5%, 95% 

0.006,0.086 

0.000, 0.025 



# of BLQ/ALQ Values 

18/0 

36/0 


Harrogate 





Cotininc (nmol/mg Creatinine) 

N 

28 

37 

0.0008 


MEAN, GEO MEAN 

0.027, NA 

0.009, NA 



SD, SE 

0.0590,0.0112 

0.0071,0.0012 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000.0.323 

0.000, 0.028 



5%, 95% 

0.006.0.040 

0.000, 0.028 



# orBLQ/ALQ Values 

12/0 

35/0 


Harrogate 





Trans-3-hydroxycctinine (nmol/mg Creatinine) 

N 

28 

37 

<.0001 


MEAN, GEO MEAN 

0.059,0.028 

0.013, NA 



SD, SE 

0.0910,0.0172 

0.0117,0.0019 



MEDIAN 

0.024 

0.010 



MIN, MAX 

0.005,0.411 

0.000, 0.062 



5%, 95% 

0.005, 0.297 

0.005,0.036 



# of BLQ/ALQ Values 

6/0 

11/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
’ P-value from Wilcoxon rank-sum test. 
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Table 14,1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 4 of 7) 


Analytical Lab 


TiineDoint Biomarker 

Statistic 

Exposed 

Not-exposed 

P-valuc’ 

Week 2 Harrogate 





Trans-3-hydroxycotininc-O-glucuromde (nmol/mg Creatinine) 

N 

26 

33 

0.0061 


MEAN. GF-O MEAN 

0.017, NA 

0003, NA 



SD, SE 

00260,00051 

0.0051,0.0009 



MEDIAN 

0.005 

0.001 



MIN, MAX 

0000,0.105 

0.000.0.02! 



5%, 95% 

0 000, 0.072 

0.000.0.016 



# of DLQ/ALQ Values 

6/0 

11/0 


Harrogate 





Nfcofine-N-gltrcuronide (nmol/mg Creatinine) 

N 

26 

37 

0.0001 


MEAN, GEO MEAN 

0.013, NA 

0.000, NA 



SD, SE 

00526,0.0103 

0.0013, 0.0002 



MEDIAN 

0.000 

0.000 



MIN, MAX 

0.000,0.270 

0.000, 0008 



5%. 95% 

0 000,0017 

0.000, 0.000 



# of BLO/ALQ Values 

18/0 

36/0 


Harrogate 





Cotinlne-IN-glucuronide (nmol/mg Creatinine) 

N 

28 

37 

<.0001 


MEAN, GEO MEAN 

0.021, NA 

0.003, NA 



SD, SE 

0.0371,00070 

0.0107,0.0018 



MEDIAN 

0.012 

0.000 



MIN. MAX 

0.000,0.195 

0.000,0.058 



5%, 95% 

0.000,0.045 

0.000, 0.026 



# of BLQ/ALO Values 

12/0 

35/0 


NOTE. Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


9 P value from Wilcoxon rank sum test. 


Final Draft: 22 October 2003 


Page 300 ofl5260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438270 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.■4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 5 of?) 


Analytical Lab 

Timepoint Biomarker 

Statistic 

Exposed 

Not-exposed 

F-value" 

Week 3 Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

N 

17 

48 

00057 


MEAN. GEO MEAN 

0.104,0.066 

0.040.0.032 



SD, SE 

0.1163.0.0282 

0.0404, 0.0058 



MEDIAN 

0.069 

0.033 



MIN, MAX 

0016,0470 

0.011,0.274 



5%, 95% 

0.016,0.470 

0,017. 0.085 



#ofBLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Nicotine (nmol/mg Creatinine) 

N 

17 

48 

0.9172 


MEAN, GEO MEAN 

0.01 l,NA 

0.010, NA 



SD, SE 

0.0110,0.0027 

0.0062,0.0009 



MEDIAN 

0.012 

0.006 



MIN, MAX 

0.000, 0.049 

0.000,0.03! 



5%, 95% 

0.000.0.049 

0.006.0.025 



# of BLQ/ALQ Values 

12/0 

45/0 


Harrogate 





Cottnine (nmol/mg Creatinine) 

N 

17 

48 

0.1767 


MEAN, GEO MEAN 

0.017, NA 

0.010, NA 



SO. SE 

0.0198,0 0048 

0.0079,0.0011 



MEDIAN 

0.011 

0.006 



MIN, MAX 

0.000,0.079 

0.000,0.051 



5%, 95% 

0.000,0.079 

0.006,0.023 



# of BLQ/ALQ Values 

VO 

43/0 


Harrogate 





TVflm-3-hyrtrotycnrinine (nmnl/mg Creatinine:) 

N 

17 

48 

0.0031 


MEAN, GEO MEAN 

0.043,0.024 

0.014,0.010 



SD, SE 

0.0538,0.0130 

0.0153,0.0022 



MEDIAN 

0.026 

0.010 



MIN, MAX 

0.005,0.213 

0.005, 0.094 



5%, 95% 

0.005,0.213 

0.005,0.042 



# of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environmental tobacco smoke is from at (east one of the following: spouse at home, others at home, work, vehicles, other places. 
* P-value from Wilcoxon rank-sum test. 
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PM3006438271 



RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Tali If 14.1 4.2-1 

Statistical Comparison Between Non-Smokcre Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 6 of 7) 


Analytical Lab 

Timepoint _ Biomarker 


Statistic 


Exposed 


Not-cxposed 


P-value* 


Trans-3-hydroxycotimnt-0-slueuronide(nmol/mg Creatinine) 

N 

15 

46 

<.0001 


MEAN, GEO MEAN 

0.013. NA 

0.002, NA 



SD, SE. 

0.0147,0.0038 

0.0063, 0.0009 



MEDIAN 

0.009 

0.000 



MIN, MAX 

0.000, 0.050 

0.000, 0.040 



5%, 95% 

0.000,0.050 

0.000, 0.00s 



tfnfRl .G/AIQ Valurs 

0/0 

30/0 


Harrogate 





Nicotine-N-glucuronide (nmol/mg Creatinine) 

N 

17 

48 

0.0002 


MEAN, GEO MEAN 

0.004, NA 

0.000. NA 



SD, SE 

0.0055, 0.0013 

0.0017,0.0002 



MEDIAN 

0.002 

0.000 



MIN. MAX 

0.000,0.021 

0.000, 0.008 



5%, 95% 

0.000,0.021 

0.000, 0.003 



H of BLQ/ALQ Values 

12/0 

45/0 


Harrogate 





Cotinine-N -gtucuronide (nmol/mg Creatinine) 

N 

17 

48 

<■0001 


MEAN, GEO MEAN 

0.017, NA 

0.00.3, NA 



SD, SE 

0.0199, 0.0048 

0.0097, 0.0014 



MEDIAN 

0.011 

0.000 



MIN. MAX 

0.000, 0.067 

0.000,0.060 



5%, 95% 

0.000,0.067 

0.000, 0.015 



# of BLQ/ALQ Values 

7/0 

43/0 



NOTR: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
a P-value from Wilcoxon rank-sum test. 
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PM3006438272 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-1 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Day Period Before Sample Collection 

(Page 7 of 7) 


Analytical Lab 

Timepoint Biomarker 


Statistic 


Exposed 




P-value a 


Week 6 Harrogate 

4-Ami no biphenyl-Hb adduct (pg/g hemoglobin) 


N 

2? 

42 

MEAN, GEO MEAN 

9.45.8.35 

8.46, 7.75 

SD, SE 

5.727. 1.194 

3 807,0.587 

MEDtAN 

7.37 

7.52 

MIN, MAX 

431,27.86 

4.09, 20.64 

5%, 95% 

4.49,22.67 

4.36, 15.32 

tt of BLQ'ALO Values 

0/0 

0/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 
1 P-value from Wilcoxon rank-sum test. 


0.5974 
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PM3006438273 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-2 

Statistical Comparison Between Non-Smokers F.xposed and Non-Stnokers Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page 1 of 2) 


Analytical Lab 
Biomarker 


Statistic 


Exposed 


Not-cxposed 


P-value* 


Harrogate 

4-Aminobiiihenyt-Hb adduct (pg/g hemoglobin) 

N 

28 

37 


MEAN. GEO MEAN 

7.89.7.25 

6.82. 6.01 


SD, SE 

3.182,0.601 

4.050,0.666 


MEDIAN 

7.56 

6.22 


MIN, MAX 

2.95,13.87 

2.49,23.25 


5%, 95% 

3.94.13.59 

2.90,17.37 


# of BLQ/ALQ Values 

0/0 

0/0 

Harrogate 

Sum of Nicotineand Nicotine metabolites (nmol/mg Creatinine) 

N 

28 

37 


MEAN, GEO MEAN 

0.126. 0062 

0.033, NA 


SD, SE 

0.1656,0.0313 

0.0266, 0.0044 


MEDIAN 

0.047 

0,033 


MIN, MAX 

0.005, 0.677 

0.000,0.173 


5%, 95% 

0.016.0.447 

0.017.0.05! 


# of BLQ/ALQ Values 

0/0 

0/0 

Harrogate 

Nicotine (nmol/mg Creatinine) 

N 

28 

37 


MEAN, GEO MEAN 

0.034, NA 

0.009, NA 


SD, SF. 

0.0678.0.0128 

0.0044,0.0007 


MEDIAN 

0.009 

0.006 


MIN, MAX 

0.000,0.271 

0.000,0.018 


5%, 95% 

0.000,0.253 

0.000,0.018 


It of BLQ/ALQ Values 

16/0 

35/0 

Harrogate 

Cotlnine (nmol/mg Creatinine) 

N 

28 

37 


MEAN, GEO MEAN 

0.019, NA 

0.009. NA 


SD, SE 

0.0249,0.0047 

0.0051.0.0008 


MEDIAN 

0.009 

0.006 


MIN, MAX 

0.000.0.114 

0.000.0.028 


5%, 95% 

0.000, 0.057 

0.000,0.017 


it of HLQ/At.Q Values 

15/0 

34/0 


0.0627 


0.0021 


0.3843 


0.3676 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomaiker data used. 

5 P-vaJue from WtJcoxon rank-sum test. 
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PM3006438274 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-2 

Statistical Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 2) 


Analytical Lab 
Biomarker 


Statistic 


Exposed 


Not-exposed 


P-value* 


Harrogate 



37 

T ran s-3-hydroxycotf nine (nmoVmg Creatinine) 

N 

28 


MEAN, GEO MEAN 

0.045, 0.023 

0.011. NA 


SD.SE 

0.0580,0.0110 

0.0075.0.0012 


MEDIAN 

0.019 

0.010 


MIN, MAX 

0.005,0.219 

0 OOO, 0.042 


5%, 95% 

0.005.0.187 

0.005,0.026 


# of BLQ/ALQ Values 

410 

18/0 

Harrogate 


25 

28 

Trans-3-hydroxycotinine-O-glucuronlde (nmol/rug Creatinine) 

N 


MEAN, GEO MEAN 

0.011,NA 

0.002, NA 


SD.SE 

0.0147,0.0029 

0.0036, 0.0007 


MEDIAN 

0.005 

0.000 


MIN. MAX 

0.000, 0.053 

0.000,0.015 


5%, 95% 

0.000,0.051 

0.000.0.012 


# of BLQ/ALQ Values 

4/a 

18/0 

Harrogate 


26 

36 

Nicotfne-N-glucuronide (nmol/mg Creatinine) 

N 


MEAN. CEO MEAN 

0.004, NA 

0.001, NA 


SD.SE 

0.0063,0.0012 

0-0028.0.0005 


MEDIAN 

0.000 

0.000 


MIN. MAX 

0.000,0.023 

0.000,0.016 


5%, 95% 

0.000,0.021 

0.000,0.004 


# of BLQ/ALQ Values 

16/0 

35/0 

Harrogate 


28 

37 

Cotinlno-N-glucuronfde (nmol/mg Creatinine) 

N 


MEAN, GEO MEAN 

0.016, NA 

0.002. NA 


SD, SE 

0.0223,0.0042 

0.0091,0.0015 


MEDIAN 

O.OOS 

0.000 


MIN, MAX 

0.000,0.075 

0.000,0.055 


5%, 95% 

0.000, 0.066 

0.000,0.007 


ffof BLQ/ALQ Values 

15/0 

34/0 


0 0004 


<.0001 


0.0021 


<0001 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 
a P-value from Wilcoxon rank-sum test. 
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PM3006438275 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4 2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 1 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source ot' Exposure' 

Statistic 

Exposed 

Net-exposed 

P-va!ue b 

Week 1 

Harrogate 

4-AmfnobiphcnyI-Hb adduct (pg/g hemoglobin) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ufBLQ/ALQ Values 

2 

9.17,9.15 

0.856.0.605 

9.17 

8.56,9.77 

8.56, 9.77 

0/0 

63 

7.22, 6.44 
3.755.0.473 

6.54 

2.49,23.25 

3.12.13,59 

0/0 

0.1656 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It CfBLQ/ALQ Values 

5 

9.81,9.42 

3.126,1398 

9.43 

6.76,13.87 

6.76, 13.87 

0/0 

60 

707.632 

3.701,0.478 

6,52 

249.23.25 

3.04,13.49 

0/0 

00518 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/AL0 Values 

7 

9.63.9.34 

2.595,0.981 

9.43 

6.76.13.87 

6.76.13.87 

0/0 

58 

7.00,6.24 
3.743,0.491 

6.37 

2.49, 23.25 

295,13.59 

o/o 

0.0141 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

8.04,6.86 

4.788, 2.394 

7.82 

2.95. 13.59 

2.95,1359 

0/0 

61 

7.23,6.49 

3.676,0.471 

6.55 

2.49, 23.25 
321,1338 

CW 

0.8165 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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PM3006438276 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokcre Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 2 of 42) 


Analytical Lab 

Timepoint Biomarker Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 1 Harrogate 





4-AminobiphenyI-Hb adduct (pg/g hemoglobin) Vehicles 

N 

2 

63 

0.4141 


MEAN, GEO MEAN 

5.42, 5.42 

7.34. 6.55 



SD, SE 

0.071,0.050 

3.757,0.473 



MEDIAN 

5.42 

6.76 



MIN. MAX 

5.37, 5.47 

2.49, 23.25 



5 %, 95% 

5.37, 5.47 

3.12. 13.59 



# of DLQ/ALQ Values 

0/0 

0/0 


Other places 

N 

21 

44 

0.0109 


MEAN, GEO MEAN 

9.13,8,27 

6.39,5.81 



SD, SE 

4.624. 1.009 

2.843, 0.429 



MEDIAN 

7.59 

6.22 



MIN, MAX 

3.94,23.25 

2.49, 13.87 



5%, 95% 

4.65,17.37 

2.95,11.63 



it of BLQ/ALQ Values 

0/0 

0/0 


Away from home 

N 

25 

40 

0.0411 

combined 






MEAN, GEO MEAN 

8.64, 7.74 

6.43, 5.85 



SD, SE 

4.512, 0.902 

2.8S9, 0.452 



MEDIAN 

7.53 

6.38 



MIN. MAX 

2.95.23.25 

2.49. 13.87 



5%, 95% 

3.94.17.37 

3.01,12.51 



# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 





Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) Spouse at home 

N 

2 

63 

0.0331 


MRAN, GF.0 MEAN 

OTAR, 0.275 

0.065. NA 



SD, SE 

0.1966,0,1390 

0.1100, 0.0139 



MEDIAN 

0.308 

0.033 



MIN. MAX 

0.169. 0 447 

0.000,0.677 



5%, 95% 

0.169, 0.447 

0.017,0.306 



# of BLQ/ALQ Values 

0/0 

0/0 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 



’ Away from home combined refers to exposure from at [east one of the following: wort, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 



b P-value from Wilcox on rank-sum test. 
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PM3006438277 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 421 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Nol-exposed 

P-va!ue‘ 

Week 1 

Harrogate 

Sum of Nicotine and Nicotine metaholife* (nmnl/mg Creatinine) 

Otheis at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

5 

0.180. 0.074 

0,2812,0.1257 

0.045 

0.017, 0 677 

0.017, 0.677 

0/0 

60 

0.064. NA 
0.0944.0.0122 

0.033 

0.000, 0.447 
0.017,0.323 

WO 

0.2960 



At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDtAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.216.0.107 

0.2511, 0 0949 

0.127 

0.017,0.677 

0.017, 0.677 

0/0 

58 

0.056, NA 
0.0799,0.0105 

0.033 

0.000, 0.430 
0.016,0.306 

0/0 

0.0361 



Wort 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.IJ82,0.073 
0.0428,0.0214 

0.080 

00.33,0.136 
0.033,0.136 

0/0 

61 

0.072, NA 
0.1223,0.0157 

0.033 

0 000, 0 677 

0.017. 0.340 

0/0 

0.0774 



Vehicles 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.061,0.060 

0.0141,0.0100 

0.061 

0.051,0.071 

0.051, 0.071 

0/0 

63 

0.073, NA 
0.1207,0.0152 

0.03.3 

0.000,0.677 

0.017.0.340 

0/0 

0.1446 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-valuc from Wilcoxon rank-sum test. 
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PM3006438278 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 


Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Dav Period Before Sample Collection 

(Page 4 of 42) 

Timepoint 

Analytical Lab 

Biomarlcer 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-value h 

Week 1 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Other places 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3%. 93% 

# of BLQ/ALQ Values 

21 

0.097,0 048 
O.16IS.O0353 

0.043 

0.005, 0.677 
0.017,0.430 

0/0 

44 

0.061, NA 

0.0917,0.0138 

0.033 

0.000, 0.447 

0.017, 0.306 

0/0 

0.1091 



Away from home 
combined 

N 

MEAN. GEO MEAN 

SO, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

ft of BLO/ALQ Values 

25 

0.093,0.050 

0.1488, 0.0298 

0.043 

0.005,0.677 

0.017, 0.430 

0/0 

40 

0.060, NA 
0.0954,0.0151 

0.033 

0.000, 0.447 

0.017,0.323 

0/0 

0.0184 


Harrogate 

Nicotine (nrnol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# Of BLQ/ALQ Values 

2 

0.043, 0.041 

0.0170, 0.0120 

0.043 

0.031,0.055 

0.031,0.055 

0/0 

63 

0.019, NA 

0.0463, 0.0058 

0.006 

0.000, 0.271 

0.000,0.074 

51/0 

0.0271 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.058, 0.017 

0.1092, 0.0488 

0.012 

0.006,0.253 

0.006, 0.253 

3/0 

60 

0.017, NA 

0.0366,0.0047 

0.006 

0.000,0.271 

0.000,0.065 

48/0 

0.5195 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

R Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wileoxon rank-sum test. 
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PM3006438279 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 5 of 42) 


Analytical Lab 


TimcDoint 

Biomarker 

Source of Exposure’ 

Statistic 

Exposed 

Not-exposed 

P-value' 1 

Week 1 

Harrogate 

Nicotine (nmol/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.054.0.022 

0.0897,0.0339 

0.012 

0.006.0.253 

0.006,0.253 

VO 

58 

0.016, NA 
0.0368,0.0048 

0.006 

0000.0.271 

0.000,0.074 

4&-0 

0.0724 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

4 

0.011,0.009 

0.0057, 0.0029 

0.009 

0.006,0.018 
0.006,0.018 

1/0 

61 

0.020, NA 

0.0473,0.0061 

0 006 

0.000, 0.271 

0.000, 0.074 

50/0 

0.8497 



Vehicles 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0,012,0.010 

O.OOS5, 0.0060 

0.012 

0.006,0.018 

0.006,0.018 

1/0 

63 

0.020, NA 

0.0466. 0.0059 

0.006 

0.000,0,271 

0.000,0.074 

50/0 

0.7000 



Other places 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

21 

0.033, NA 
0.0764,0.0167 

0 017 

0.000,0.271 

0.000,0.253 

14/0 

44 

0.014, NA 
0.0171,0.0026 

0 006 

0.000,0.086 

0.006,0.055 

37/0 

0.8281 


NOTE; Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vstue from Wr'Jcnxnn rank-sum test. 
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PM3006438280 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 6 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Nw-exposed 

_P-value' 

Week 1 

Harrogate 

Nicotine (nmol/mg Creatinine) 

Away from home 
combined 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MtN, MAX 

5%, 95% 

H of BLQ/ALQ Values 

25 

0.029. N A 

0.0702, 0.0I40 

0.012 

0.tX*J, 0.271 

0.000. 0.253 

15/0 

40 

0.014. N A 

0.0179.0.0028 

0.006 

U.OUO, 0.08b 

0.003,0.065 

35/0 

0.7569 


Harrogate 

Cotinfne (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

0.034,0.032 

0.0156,0.0110 

0.034 

0.023,0.045 

0.023.0.045 

0/0 

63 

0.013, NA 

0.0170, 0.0021 

0.006 

0.000, 0.114 

0.000, 0.051 

49/0 

0.0308 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.030,0.014 

0.0472,0.0211 

0 011 

0.006,0.114 

0.006,0.114 

3/0 

60 

0.012, NA 

0.0122, 0.0016 

0006 

0.000, 0.057 

0.000, 0.048 

46/0 

0.5387 



At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN. MAX 

5%, 95% 

U of BLQ/ALQ Values 

7 

0.031,0.018 

0.0392.0.0148 

0.011 

0.006,0.114 

0.006,0.114 

3/0 

58 

0.011,NA 

0.0115, 0.0015 

0.006 

0.000, 0.057 

0.000, 0.051 

46/0 

0.0813 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, worir, vehicles, other places 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home. 

b P-value from Wilcoxon rank-sum test. 


Final Draft: 22 October 2003 


Page 311 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438281 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4,2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pase 7 of 42) 


Timepoim 

Analytical Lab 

Biomarker 

Source of txposure" 

Statistic 

Exposed 

Not-exposed 

P-value 1 

Week 1 

1 Iarrogate 

Cotinlne (nmot/mg Creatinine) 

Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.010, 0.009 

0.0052, 0.0026 

0.009 

0.006,0.017 

0.006, 0.017 

DO 

61 

0.0! 3, N A 

0.0178, 0.0023 

0.006 

0.000,0.114 
0.000,0.051 

48/0 

0.9016 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 55% 

4 of BLQ/ALQ Values 

2 

0.012,0.010 

0.0078, 0.0055 

0.012 

0.006,0.017 
0.006,0.017 

1/0 

63 

0.013, NA 

0.0175. 0.0022 

0.006 

0.000.0.114 

0.000, 0.051 

48/0 

0.7467 



Caber places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

21 

0.015, NA 

0.0253, 0.0055 

0.006 

0.000, 0.114 
0.000,0.057 

13/0 

44 

0.012, NA 
0.0119,0.0018 

0.009 

0.000. 0.057 

0.006, 0.045 

36/0 

0.7770 



Away from home 
combined 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of DLQ/ALQ Values 

25 

0 015, NA 

0.0232, 0.0046 

0.011 

0.000,0.114 

0.000,0.057 

15/0 

40 

nni2,NA 

0.0125,0.0020 

0.006 

0.000, 0.057 

0.003. 0.048 

34/0 

0.7635 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places 

a Away from home combined refers to exposure from at least ore of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-vaitte from Wilcoxon rank-sum test. 
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Tabic 14.1-4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 8 of 42) 


Timepoint 

Analytical Lab 

Bfomarkcr 

Source of Exposure" 

Statistic 

Exposed 

Nol-exposed 

P-value' 

Week 1 

Harrogate 

Tmns-3-hydro xy cotin in* (nraol/mg Creatinine) 

Spouse at How 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 93% 

it ofDLQ/ALQ Values 

2 

0.149,0.131 

0.0997,0.0705 

0.149 

0.078.0219 

0.078, 0.219 

0/0 

63 

0.022, NA 
0.0338,0.0043 

0.010 

0.000,0.187 

0.005, 0-083 

22/0 

0.0228 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BEQ/AEQ Values 

5 

0.048,0.022 

0.0676,0.0302 

0.016 

0.005, 0.166 
0.005,0.166 

I/O 

60 

0-024, NA 
00393,0.0051 

0.010 

0.000,0.219 

0.005,0.09! 

2 I/O 

0.3772 



At home combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.077, 0.037 
0.0844,0.0319 

0.042 

0.005,0.219 

0.005. 0,219 

I/O 

58 

0.019, NA 

0.0293,0.0038 

0.010 

0.000,0-187 
0.005,0.083 

21/0 

0.0415 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MtN, MAX 

5%, 95% 

# of BEQ/AEQ Values 

4 

0.032, 0.027 
0.0218,0.0109 

0029 

0.010, 0.062 
0.010,0.062 

1/0 

61 

0.025, NA 

0.0429, 0.0055 

0.010 

0.000.0.219 

0.005, 0 099 

21/0 

0.0828 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following- work, vehicles, other places. At hotne combined refers to at feast one of the following; spouse at home, others at homo 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 9 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure' _ Statistic 


Exposed 


Net -exposed 


P-value* 


Week 1 

Harrogate 

Tr»n$-3-hydroxyeotinin* (nmnl/mg Creatinine) 

Vehicles 

N 

2 

63 

0.2201 



MEAN, GEO MEAN 

0.024,0.022 

0.026, NA 





SD.SE 

0.0106,0.0075 

0 0425, 0.0053 





MEDIAN 

0.024 

0.010 





MIN. MAX 

0.01(5,0.031 

0.000,0.219 





5%, 95% 

0 016,0.031 

0.005,0.099 





tt of BLQ/ALQ Values 

1/0 

21/0 




Other places 

N 

21 

44 

0.1276 




MEAN, GEO MEAN 

0.029,0.017 

0.024, NA 





SD, SE 

0.0398,0.0087 

0.0431,0.0065 





MEDIAN 

0.016 

0.010 





MIN, MAX 

0.005,0.166 

0.000,0.219 





5%, 95% 

0 005,0.099 

0.005.0.078 





# of BLQ/ALQ Values 

5/0 

17/0 




Away from home 

N 

25 

40 

0.0290 



combined 

MEAN, GEO MEAN 

0.029, 0.018 

0.023, NA 





SD, SE 

0.0373, 0.0075 

0.0447,0.0071 





MEDIAN 

0.016 

0.010 





MIN, MAX 

0.005,0.166 

0.000,0.219 





5%, 95% 

0.005,0.099 

0.005.0.133 





ft of BLQ/ALQ Values 

7/0 

15/0 



Harrogate 





00198 


Trans 3-hydroxycotinine-O-glucuronfde (nmol/mg Creatinine) 

Spouse at home 

N 

2 

51 




MEAN, GEO MEAN 

0,039.0.036 

0.005, NA 





SD.SE 

0.0198,0.0140 

0.0090.0.0013 





MEDIAN 

0.039 

0.001 





MIN, MAX 

0.025,0.053 

0.000.0.051 





5%, 95% 

0.025, 0.053 

0.000,0.018 





# of BLQ/ALQ Values 

0/0 

22/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following; work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-va!ue from Wilcoxon rank-sum test. 
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Table 14 1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 10 of 42) 


Analytical Lab 

Tiroepoint _ Biomarker _ Source of Exposure 1 Statistic _ Exposed _ Not-exposcd _ P-value' 


Week 1 

Harrogate 






Trans-^hydn>xycoflnItte-0-ghicnronide (nmol/mg Creatinine) 

Others at home 

N 

5 

48 




MEAN, GEO MEAN 

0.013, NA 

0.005, NA 




SD, SE 

0.0213,0.0095 

0.0099.0.0014 




MEDIAN 

0.005 

0.001 




MIN, MAX 

0,000.0.051 

0.000.0.053 




5%, 95% 

0.000,0.051 

0.000,0.025 




# of BIQ/ALQ Values 

1/0 

21/0 



At home combined 

N 

7 

46 




MEAN, GEO MEAN 

0.021, NA 

0.004, NA 




SD,SE 

0.0230,0.0087 

0.0064,0.0009 




MEDIAN 

0.008 

0.001 




MIN, MAX 

0.000,0,053 

0.000, 0.034 




5% 95% 

0.000,0.053 

0.000. 0.015 




# of BLO/ALO Values 

1/0 

21/0 



Work 

N 

4 

49 




MEAN, CjEO MEAN 

0.007, N A 

0.006, NA 




SD, SE 

0.0050, 0.0025 

0.0118,0.0017 




MEDIAN 

0.009 

0.001 




MIN, MAX 

O.Oflfi. 0.01! 

0.000, 0.053 




5%. 95% 

0.000, 0.011 

0.000,0.034 




n of BLQ/ALQ Values 

1/0 

21/0 



Vehicles 

N 

2 

51 




MEAN, GEO MEAN 

0.006, NA 

0.006, NA 




SD, SE 

0.0078, 0.0055 

0.0115.0.0016 




MEDIAN 

0.006 

0.002 




MIN, MAX 

0.000,0.011 

0.000,0.053 




5%, 95% 

0.000,0.011 

0.000,0.034 




# of BLQ/ALQ Values 

1/0 

21/0 


0.2798 


0.0239 


0.2825 


0.9617 


NOTE; Source ofcxposute to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, othcrpiaces. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vahte from Wilcoxnn rank-sum test. 
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Table 14.1.4.2-3 

Comparison Retween Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pate 11 of 42) 


Analytical Lab 

Timepoint _ Biomarke r 


Source of Exposure* 


Statistic 


Exposed 


Not-exposetl 


P-value 


Harrogate 





Trans-3-hydroxycotinine-O-gJucuronide (nmnl/mg Creatinine) 

Other places 

N 

19 

34 



MEAN. GEO MEAN 

0.008. NA 

0.005. NA 



SD, SE 

0.0132,0.0030 

0.0102.0.0018 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000, 0.051 

0.000,0.053 



5%, 95% 

0.000,0.051 

0.000, 0.025 



If of BLQ/ALQ Values 

5/0 

17/0 


Away from home 

N 

23 

30 


combined 

MEAN, GEO MEAN 

0.008, NA 

0.005, NA 



SD,SE 

0.0122.0.0025 

0.0107,0.0020 



MEDIAN 

0.003 

0.001 



MIN, MAX 

0.000,0.051 

0.000, 0 053 



5%, 95% 

0.000, 0.034 

0.000.0.025 



# ofBLQ/ALQ Values 

7/0 

15/0 

Harrogate 





NIcotfne-N-glucurotiide (nmot/mg Creatinine) 

Spouse at home 

N 

2 

60 



MEAN, GEO MEAN 

0.006, NA 

0.002, NA 



SD, SE 

0.0085, 0.0060 

0.0047.0.0006 



MEDIAN 

0.006 

0.000 



MTN, MAX 

0.000, 0.012 

0.000. 0.023 



5%, 95% 

0.000,0.012 

0.000,0.013 



# of BLQ/ALQ Values 

0/0 

51/0 


Others at home 

N 

5 

57 



MEAN. GEO MEAN 

0.007, NA 

0.002. NA 



SD, SE 

0.0084, 0.0037 

0.0042,0.0006 



MEDIAN 

0.004 

0.000 



MIN, MAX 

0.000, 0.021 

0.000, 0.023 



5%, 95% 

0.000, 0.021 

0.000.0.012 



H ofBLQ/ALQ Values 

3/0 

48/0 


0.1577 


0.1630 


0.3249 


0.0040 


NOTE; Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

” Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(.Page 12 of 42) 


Analytical Lab 


Tinwpojn! 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-value" 

Week 1 

Harrogate 

Nlcotinc-N-filncuronide (nmol/mg Creatinine) 

At home combised 

N 

MEAN. GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.007, NA 

0.0017, 0.0029 

0.004 

0.000,0.021 

0.000, 0.021 

3/0 

55 

0.001. NA 

0.0040, 0.0005 

0.000 

0.000,0.023 

0.000, 0.009 

48/0 

0.0024 



Work 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95 % 

if of BI.Q/ALQ Values 

4 

0.005, NA 

0.0037, 0.001 S 

0.005 

0.000, 0.009 

0.000, 0.009 

1/0 

58 

0.002, NA 

0.0048,0.0006 

0.000 

0.000,0.023 
0.000,0.016 
so/n 

0.0162 



Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

2 

0.002, NA 

0.0028,0.0020 

0.002 

0.000, 0.004 

0.000.0.004 

I/O 

60 

0.002, NA 

0.0048, 0.0006 

0.000 

0.000. 0.023 
0.000.0.014 

50/0 

0.4843 



Other places 

N 

MEAN, GEO MEAN 

SD. SB 

MEDIAN 

MIN, MAX 

5%, 95% 

K of BLQ/ALQ Values 

20 

0.002. NA 
0.0051,0.0011 

0 000 

0.000,0.021 

0.000.0.015 

14/0 

42 

0.002, NA 

0.0047, 0.0007 

0 000 

0.000, 0.023 
0.000,0.012 

37/0 

0.3227 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

s Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vafue from Wilcox on rank-sum lest. 
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Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 13 of 42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-ex posed 


P-value 1 * 


Week 1 Harrogate 






Nieotine-N-glucuronide (nmol/mg Creatinine) 

Away from home 

N 

24- 

38 

0.1280 


combined 

MEAN, GEO MEAN 

0.002, NA 

0.002, NA 




SD.SE 

0.0048,0.0010 

0.0048,0.0008 




MEDIAN 

0.000 

0.000 




MIN, MAX 

0,000.0.021 

0.000, 0.023 




514,95% 

0.000, 0.009 

0.000,0.016 




#nf Rl.Q/ALQ Values 

16/0 

35/0 


Harrogate 






Cotinine-N-glucurotiide (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0334 



MEAN, GEO MEAN 

0.038, 0.026 

0.007, NA 




SD.SE 

0.0396, 0.0280 

00161,0.0020 




MEDIAN 

0.038 

0.000 




MIN. MAX 

0.0(0.0.066 

0.000. 0.075 




5%, 95% 

0.010,0.066 

0.000, 0.049 




tt of BLQ/ALQ Values 

0/0 

49/0 



O there at home 

N 

5 

60 

0.0681 



MEAN, GEO MEAN 

0.027, NA 

0.007, NA 




SD, SE 

0.0336,0.0150 

0.0149, 0.0019 




MEDIAN 

0.009 

0.000 




MIN, MAX 

0.000,0.075 

0.000, 0.066 




5%, 95% 

0.000,0.075 

0.000, 0.046 




# of BLQ/ALQ Values 

3/0 

46/0 



At home combined 

N 

7 

58 

0.0057 



MEAN, GEO MEAN 

0.030. NA 

0.006, NA 




SD.SE 

0.0323,0.0122 

0.0129, 0.0017 




MEDIAN 

0.010 

0.000 




MIN, MAX 

0.000, 0.075 

0.000, 0.064 




5%. 95% 

0,000, 0,075 

0.000, 0.036 




8 of BLQ/ALQ Values 

3/0 

46/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, woric, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refexs to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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(Page 14 of 42) 


Analytical Lab 

Timtpoinl _ Biomartrer _ 

Week I Harrogate 

Cofinine-N-glucuronide (nmol/mg Creatinine) 


Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

Work 

N 

4 

61 


MEAN, GEO MEAN 

0.017, NA 

0.008, NA 


SD,SE 

0.0156,0.0078 

0.0175, 0.0022 


MEDIAN 

0.017 

0.000 


MIN, MAX 

0.000. 0.036 

0.000.0.075 


5%, 95% 

0.000,0.036 

0.000,0.055 


# of BLQ/ALQ Values 

I/O 

48/0 

Vehicles 

N 

2 

63 


MEAN, GEO MEAN 

0.005, NA 

0.008, NA 


SD,SE 

0.0071,0.0050 

0.0177,0.0022 


MEDIAN 

0.005 

0.000 


MIN, MAX 

0.000,0.010 

0.000,0.075 


5%, 95% 

0.000.0.010 

0.000,0.055 


ft of BLQ/ALQ Values 

1/0 

48/0 

Other places 

N 

21 

44 


MEAN, GEO MEAN 

0.012, NA 

0,tX>7, NA 


SD.SE 

0.0194,0.0042 

0.0165,0.0025 


MEDIAN 

0.004 

0.000 


MIN, MAX 

0.000,0.075 

0.000. 0 066 


5%. 95% 

0.000.0.049 

0.000.0.055 


# of BLQ/ALQ Values 

13/0 

36/0 

Away from home 

N 

25 

40 

combined 

MEAN, GEO MEAN 

0.012, NA 

0.006, NA 


SD, SE 

0.0187,0.0037 

0.0165, 0.0026 


MEDIAN 

0.004 

0.000 


MIN, MAX 

0,000,0.075 

0 000,0.066 


5%, 95% 

0.000,0.049 

0.000, 0.060 


# of BLQ/ALQ Values 

15/0 

34/0 


P-value h 


0.0876 


0.8186 


0.0245 


0.0152 


NOTE: Source of exposure fu environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure front at least one of the following: work, vehicles, otherplaces. A! home combined refers to at least one of the following: spouse at home, others at home. 
" P-value from Wileoxon rank-sum test. 
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Table 14.1.4,2-3 

Comparison Between Non-Smokere Exposed and Non-Smokere Nof Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 15 of 42) 


Timepoint 

Analytical Lab 

Hiomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value' 1 

Week 2 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.176,0.173 
0.0403.0.0285 

0.176 

0.147.0.204 

0.147,0.204 

(V0 

63 

0.110. NA 

0.3723.0.0469 

0.033 

0.000,2.938 

0.016,0.209 

0/0 

0.0536 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

4 

0.105, 0.069 
0.0995,0.0498 

0.079 

0.017,0.243 

0.017,0.243 

0/0 

6! 

0.113, NA 

0.3780, 0.0484 

0.033 

0.000,2.938 

0.016,0.204 

0/0 

0.3297 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.128,0.094 

0.0872, 0,0356 

0.127 

0.017,0.243 

0.017, 0.243 

0/0 

59 

O.lll.NA 

0.3843, 0.0500 

0.033 

0.000, 2.938 
0.016.0.209 

0/0 

0.0486 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

I 

0.209,0.209 

NA, NA 

0.209 

0.209. 0.209 

NA, NA 

0/0 

64 

O.lll.NA 

0,3693,0.0462 

0.033 

0.000, 2.938 

0.016, 0.204 

0/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at (cast one ofllic following; spouse at fionie, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vaiue from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page ! 6 of 42) 


Analytical Lab 

Timepoint Biomarker _ Source of Exposure* _ Statistic __ Exposed _ Not-exposed _ P-value h 


Harrogate 






Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

3 

62 

0.2510 



MEAN. GEO MEAN 

0.094, 0.076 

0.113, N A 




SD.SE 

0.0723, 0.0417 

0.3753,0.0477 




median 

0.076 

0.0,33 




MIN, MAX 

0.033,0.174 

0.000,2.938 




5%, 95% 

0.033,0.174 

0.016,0.209 




U of BLQ/ALQ Values 

0/0 

0/0 



Other places 

N 

20 

45 

0.0021 



MEAN, GEO MEAN 

0.245, 0.084 

0,053, NA 




SD, SE 

0.6463, 0.1445 

0.0594, 0.0089 




MEDIAN 

0.075 

0.033 




MIN. MAX 

0.010, 2.938 

0.000, 0.243 




5%, 95% 

0.022, 1.772 

0.016, 0.204 




# of BLQ/ALQ Values 

0/0 

0/0 



Away front home 

N 

23 

42 

0.0002 


combined 

MEAN, GEO MEAN 

0.231.0.087 

0.047, NA 




SD, SE 

0.6024,0.1256 

0.0529, 0.0082 




MEDIAN 

0.076 

0-030 




MIN, MAX 

0.016, 2 938 

0.000, 0 243 




5%, 95% 

0.027,0.606 

0.016, 0.186 




# of BLQ/ALQ Values 

0/0 

0/0 


Hanogate 






Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.2104 



MEAN, Geo mean 

0.015,0.015 

0.040, NA 




SD, SE 

0.0042.0.0030 

0.2234. 0.0281 




MEDIAN 

0.015 

0.006 




MIN, MAX 

0.012, 0.018 

0.000, 1.782 




5%, 95% 

0.012,0.018 

0.000,0.025 




# of BLQ/ALQ Values 

1/0 

53/0 



NOTE: Source of exposure to environmental tobacco smoke is from at feast one nf the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: worit, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wjlcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 17 of 42) 


Analytical Lab 

Timcpoint _ Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-value 1 ' 


Harrogate 

Nicotine (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.014. 0.012 
0.0057,0.0029 

0.015 

0.00(1.0.018 

0.006,0.018 

3/0 

61 

0.041. NA 
0.2270,0.0291 

0.006 

0.000,1.782 
0.000,0.025 

51/0 

0.2515 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.014,0.013 

0.0049,0.0020 

0.015 

0.006,0.018 

0.006,0.018 

4/0 

59 

0.041, NA 

0.2309.0.0301 

0.006 

0.000, 1.782 

0.000,0.049 

50/0 

0.0870 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

0.012,0.012 

NA,NA 

0.012 

0.012,0.012 

NA.NA 

0/0 

64 

0.039, NA 
0.2216,0.0277 
€.006 

0.000, 1.782 

0.000. 0.025 

54/0 

NA 


Vehicles 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.026. 0.022 
0.0199,0,0115 

0 018 

0.012, 0.049 

0.012, 0.049 

1/0 

62 

0.039. NA 

0.2252, 0.0286 

0.006 

0.000,1.782 

0.000, 0.025 

53/0 

0.0425 


NOTE: Source of exposure (o environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles* other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon tank-sum test. 
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Table 14.1.4.2-3 

Comparison Retween Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 18 of 421 


Timcpoint 

Analytical Lab 

Biomarker 

Source of Exposure' 

Saiistic 

Exposed 

Not-exposed 

P-value 11 

Week 2 

Harrogate 

Nicotine (nmnl/mg Creatinine.) 

Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

3%, 95% 

#ofDl.Q/ALQ Values 

20 

0.104, NA 
0.3954,0.0884 

0.012 

0.000,1.782 

0.003,0.934 

13/0 

45 

0.010, NA 

0.0063,0.0009 

0.006 

0.000,0.025 

0.000,0.025 

41/0 

0.1713 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

23 

0.092, NA 

D.3687,0.0769 

0.012 

0.000.1.782 

0.006, 0.086 

14/0 

42 

0.010, NA 

0.0064,0.0010 

0.006 

0.000, 0.025 

0.000, 0.025 

40/0 

0.0550 


Harrogate 

Cotinline (nniul/mjj Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, S£ 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

2 

0,034,0.033 
0.0085,0.0060 

0 034 

0.028, 0.040 

0.028, 0.040 

0/0 

63 

0.016, NA 

0.0402, 0.0051 

0.011 

0.000. 0.323 

0.000, 0.028 

47/0 

0.0247 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.019, 0.015 

0.0150, 0.0075 

0.014 

0.006,0.040 

0.006,0.040 
m 

61 

0.017, N A 

0.0408. 0.0052 

0.011 

0.000,0.323 

0.000,0.028 

45/0 

0.2778 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

‘ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
B P-value from Wilcoxon rank-sum test. 
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Table I4.J.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 19 of 42) 


Analytical Lab 

Time point_Biomarker_ __ 

Week 2 Harrogate 

Collnine (nmol/mg Creatinine) 


Solute of Exposure* 

Statistic 

Exposed 

Not-exposed 

Ai home combined 

N 

6 

59 


MEAN, GEO MEAN 

0.024,0.019 

0.016. NA 


SD.SE 

0.0146,0.0060 

0.0414,0,0054 


MEDIAN 

0.023 

0.006 


MIN, MAX 

0.006, 0.040 

0.000,0.323 


5%. 95% 

0.006,0.040 

0.000.0.028 


#Of BLU/ALG Values 

2/0 

45/0 

Work 

N 

1 

64 


MEAN, GEO MEAN 

0.011,0.011 

0.017, NA 


SD.SE 

NA,NA 

0.0400,0.0050 


MEDIAN 

0.011 

0.011 


MIN, MAX 

0.011,0.011 

0.000, 0.323 


5%, 95% 

NA, NA 

0.000,0.040 


H of BLQ/A LX3 Values 

0/0 

47/0 

Vehicles 

N 

3 

62 


MEAN, GEO MEAN 

0.017,0.016 

0.017, NA 


SD, SE 

0.0060,0.0035 

0.0406,0.0052 


MEDIAN 

0.017 

0.009 


MIN, MAX 

0.011,0023 

0.000, 0,323 


5%, 95% 

0,011,0.023 

0.000, 0.040 


# of Bt.Q/ALQ Values 

1/0 

46/0 

Olher places 

N 

20 

45 


MEAN, GEO MEAN 

0.029, NA 

0.011,NA 


SD, SE 

0.0697,0.0156 

0.0093,0.0014 


MEDIAN 

0.011 

0.006 


MIN. MAX 

0.000,0.323 

0.000,0.040 


5%. 95% 

0.003,0.182 

0.000,0.028 


# of BLQ/ALQ Values 

9/0 

38/0 


P-value b 


0.0243 


NA 


0.1283 


0.0388 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at heme, others at home. 
h P-vatue from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 20 of 42) 


Time point 

Analytical Lab 

Biomarfcer 

Source of Exposure 1 

Statistic 

Exposed 

Not-exposed 

P-value* 


Week 2 

Harrogate 








Cot!nine fnmol/mg Creatinine) 

Away from home 

N 

23 

42 

0.0123 




combined 









MEAN, GEO MEAN 

0.027, NA 

0.011, NA 






SD. SE 

0.0650.0.0136 

0.0095.0.0015 






MEDIAN 

0.011 

0.006 






MIN, MAX 

0.000,0.323 

0.000,0.040 






5%. 95% 

0.00b, 0.040 

0.000,0.028 






# ofBLQ/ALQ Values 

10/0 

37/0 




Harrogate 








Trans-3-hydroxycotinine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0398 





MEAN, GEO MEAN 

0.089,0.088 

0.031, NA 






SD.SE 

0.0148.0.0105 

0.0642.0.0081 






MEDIAN 

0.089 

0.010 






MIN, MAX 

0.078,0.099 

0.000, 0.411 






5%, 95% 

0.078,0.099 

0.005, 0.099 






ft of BLQ/ALQ Values 

0/0 

17/0 





Others at home 

N 

4 

61 

0.4685 





MEAN, GEO MEAN 

0.037.0.021 

0.032, NA 






SD, SE 

0.0425,0.0213 

0.0654, O.OOS4 






MEDIAN 

0.021 

0.010 






MIN, MAX 

0.005,0.099 

0.000, 0.411 






5%, 95% 

0.005.0.099 

0.005, 0.099 






ft of BLQ/ALQ Values 

I/O 

16/0 





At home combined 

N 

6 

59 

0.0658 





MEAN, GEO MEAN 

0.054,0.034 

0.030, NA 






SD.SE 

0.0430,0.0176 

0.0657, 0.0086 






MEDIAN 

0.052 

0.010 






MIN. MAX 

0.005.0.099 

0.000.0.411 






5%, 95% 

0.005.0.099 

0.005,0.109 






# of BLQ/ALQ Values 

1/0 

16/0 




NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokeis Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 21 of 42) 


Analytical Lab 

Time point _ Biomarker _ Source of Exposure* _ Statistic _ Exposed _ Not-exposed _ P-value* 


Week 2 Harrogate 






Trans-3-hydroxycotfnine (nmol/mg Creatinine) 

Work 

N 

1 

64 

NA 



MEAN, GEO MEAN 

0.109, 0.109 

0.03 i.N A 




SD.SE 

NA, NA 

0.0638.0.0080 




MEDIAN 

0.109 

0.010 




MIN, MAX 

0.109,0,109 

0.000,0.411 




5%, 95% 

NA, NA 

0.005,0.099 




# of BLQ/ALQ Values 

0/0 

17/0 



Vehicles 

N 

3 

62 

0.7374 



MEAN, GEO MEAN 

0.024, 0.017 

0.033, NA 




SD, SE 

0.0242,0.0140 

0.0654,0.0083 




MEDIAN 

0.010 

0.010 




MTN, MAX 

0.010, 0.052 

0.000,0.411 




5%, 95% 

0.010, 0.052 

0.005, 0.099 




# of BLQ/ALQ Values 

1/0 

16/0 



Other places 

N 

20 

45 

0.0056 



MEAN, GEO MEAN 

0.061, 0.027 

0.020, NA 




SD, SE 

0.1050, 0.0235 

0.0256,0.0038 




MEDIAN 

0.021 

0.010 




MIN, MAX 

0.005, 0.411 

0.000,0.109 




5%, 95% 

0.008, 0.354 

0.005.0.099 




# of BLQ/ALQ Values 

4/0 

13/0 



Away from home 

N 

23 

42 

0.000*) 


combined 

MEAN, GEO MEAN 

0.061,0.028 

0.017, NA 


! 


SD. SE 

0.0988, 0.0206 

0.0217.0.0034 




MEDIAN 

0.021 

0010 




MIN. MAX 

0.005. 0.411 

0.000. 0.099 




5%, 95% 

0.010,0.297 

0.005.0.062 




it of BLQ/ALQ Values 

5/0 

12/0 



NOTE: Source of exposure to environmental tobacco smolce is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

“ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others ae home. 
h P-value from Wilcoxon rank-sum test. 
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Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 22 of 42) 


Time point 

Analytical Lab 

Biomarker 

Source of Exposure' 

Statistic 

Exposed 

Not-exposed 

P-value 1 ’ 

Week 2 

Hamjgate 

Trans-3-hydroxycotinme-O-glucuronide (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

I 

0.035, 0.035 

NA, NA 

0.035 

0.035,0.035 

NA, NA 

0/0 

58 

0.009. NA 
0.0187,0.0024 

0.001 

0.000,0.105 

0.000, 0.053 

17/0 

NA 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.013, NA 
0.0191,0.0096 

0.005 

0.000, 0.041 

0.000, 0.041 

1/0 

55 

0.009, NA 

0.0189,0.0026 

0.001 

0.000, 0.105 

0.000.0.053 

16/0 

0.4888 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

S%, 95% 

# of BLQ/ALQ Values 

5 

0.017, NA 

0.0193, 0.0086 

0.008 

0.000,0.041 

0.000, 0.041 

1/0 

54 

0.008, NA 

0.0188, 0.0026 

0.001 

0.000, 0.105 

0.000,0.053 

16/0 

0.1872 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

1 

0.029, 0.029 

NA, NA 

0.029 

0.029, 0.029 

NA, NA 

0/0 

58 

0.009, NA 
0.0188,0.0023 

0.001 

0.000,0.105 

0.000.0.053 

17/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers 10 exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, Olliers at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Nnt Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 23 of 42) 


Ttmepoint 

Analytical Lab 

Biamarker 

Source of Exposure" 

Statistic 

Exposed 

Not-exposed 

P-valuc h 

Week 2 

Harrogate 

Trans-3-hydroxycotiaIne-O-gluciironide (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.018, NA 
0.0303,0.0175 

0.001 

0.000.0.053 

0.000,0.053 

1/0 

56 

0.009, NA 

0.0183, 0.0024 

0.001 

0.000, 0.105 

0.000, 0.041 

16/0 

0.9719 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

! 8 

0.015, NA 

0.0283,0.0067 

0.004 

0.000,0.105 

0000,0105 

4/0 

41 

0.007, NA 
0.0123,0.0019 

0.00! 

0.000, 0.053 

0.000, 0.035 

13/0 

0.1658 



Away from home 
combined 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

t of BLQ/ALQ Values 

21 

0.017, N A 

0.0278,0.0061 

0.004 

0.000.0.105 

0.000,0.072 

5/0 

38 

0.005, NA 
0.0093,0.0015 

0.001 

0.000,0.041 

0.000,0.035 

12/0 

0.0387 


Harrogaie 

Nicotitic-N-glucuronidc (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.004,0.003 
0.0007,0.0005 

0.004 

0.003,0.004 

0.003,0.004 

1/0 

61 

0.006. NA 

0.0346,0.0044 

0.000 

0.000,0.270 

0 . 000 , 0 . 01 ! 

53/0 

0.0109 


NOTE: Source of exposure to environmental tobacco smoke is from at least one nf the following: spouse at home, others at home, wort, vehicles, other places. 

' Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
P-value from Wilcoxon rank-sum test. 
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Protocol No, PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokcre Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Day Period Before Sample Collection 

<Page 24 of 42) 


Analytical Lab 

Tiroepoint Biomarker 


Source of Exposure* 


Week 2 


Harrogate 

Nlcotfne-N-gluciironide (nmol/mg Creatinine) 


Others at home 


At home combined 


Work 


Vehicles 


Statistic 

Exposed 

Not-exposed 

P-vaIue h 

N 

4 

59 

0.1180 

MEAN, GEO MEAN 

0.005. NA 

0.006. NA 


SD.SE 

0.0076,0.0038 

0.0351,0.0046 


MEDIAN 

0.002 

0.000 


MIN, MAX 

0.000,0.016 

0.000,0.270 


5%, 95% 

0.000,0.016 

0.000,0.011 


# ofBLQ/ALQ Values 

3/0 

51/0 


N 

6 

57 

0.0046 

MEAN, GEO MEAN 

0.004, NA 

0.006, NA 


SD, SE 

0.0060,0.0024 

0.0358,0.0047 


MEDIAN 

0.003 

0.000 


MIN, MAX 

0.000,0.016 

0.000,0.270 


5%, 95% 

0.000,0.016 

0.000,0.011 


# ofBLQ/ALQ Values 

4/0 

50/0 


N 

i 

62 

NA 

MEAN, GEO MEAN 

0.005, 0.005 

0.006, NA 


SD.SE 

NA, NA 

0.0343,0.0044 


MEDIAN 

0.005 

0.000 


MIN, MAX 

0.005, 0,005 

0.000,0.270 


5%, 95% 

NA, NA 

0.000,0.011 


# of BLQ/ALQ Values 

0/0 

54/0 


N 

2 

61 

0.3307 

MEAN, GED MEAN 

0.002, NA 

0.006, NA 


SD.SE 

0.0028,0.0020 

0.0346, 0.0044 


MEDIAN 

0.002 

0.000 


MIN, MAX 

0.000.0.004 

0.000.0.270 


5%, 95% 

0.000,0.004 

0.000.0.0J1 


# of BLQ/ALQ Values 

1/0 

53/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcox on rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2*3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Dav Period Before Sample Collection 

(Page 25 of42) 


Analytical Lab 

Timepoint _ Biomarker 


Source of Exposure* _ Statistic _ Exposed _ Not-exposed _ P-valtie* 


Week 2 Harrogate 






Nicotine-N-glucuronide (nmol/mg Creatinine) 

Other places 

N 

IS 

45 

0.0562 



MEAN, GEO MEAN 

0.017, NA 

0.001, NA 




SD, SE 

0.0633, 0.0149 

0.0028,0.0004 




MEDIAN 

0.000 

0.000 




MIN, MAX 

0.000,0.270 

0.000, 0.016 




5%, 95% 

0.000,0.270 

O.OUO, (1.005 




# of BLQ/ALQ Values 

13/0 

41/0 



Away from home 

N 

21 

42 

0.0063 


combined 

MEAN. GEO MEAN 

0.015, NA 

0.001, N A 




SD, SE 

0.0585.0.0128 

0.0028,0.0004 




MEDIAN 

0.000 

0.000 




MIN, MAX 

0.000, 0.270 

0.000,0.016 




5%, 95% 

o.ooo, o.on 

0.000,0.003 




#afBI.Q/AI.Q Values 

14/0 

40/0 


Harrogate 






Cotinine-N-glucumnide (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.1750 



MIAN, GEO MEAN 

0.014,0.013 

0.011, NA 




SD.SE 

0.0049, 0.0035 

0.0273, 0.0034 




MEDIAN 

0.014 

0.000 




MIN. MAX 

0.010, 0.017 

0.000, 0.195 




3%, 95% 

0.010,0.017 

0.000,0.043 




# Of BLQ/ALQ Values 

0/0 

47/0 



Others at home 

N 

4 

61 

0.2109 



MEAN, GEO MEAN 

0.02 l,NA 

0.010, NA 




SD.SE 

0.0241,0.0120 

0.0271,0.0035 




MEDIAN 

0.020 

0.000 




MIN, MAX 

0.000, 0.045 

0.000, 0.195 




5%, 95% 

0.000, 0.045 

0.000,0.038 




# of BLQ/ALQ Values 

2/0 

45/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, othen; at home. 
b P-value from Wile ox on rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1,4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 26 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 1 

Week 2 

Harrogate 

Ccdininc-N-glucuronlde (nmol/mg Creatinine) 

At home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BtQ/ALQ Values 

G 

0.0! 9, NA 

0.0192,0.0078 

0.014 

0.000,0.045 

0.000,0.CMS 

2/0 

59 

0.010. NA 

0.0275, 0.0036 

0.000 

0.000,0.195 

0.000, 0.043 

45/0 

0.0629 



Work 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.043,0.043 

NA, NA 

0.043 

0.043,0.043 

NA, NA 

04) 

64 

0.010, NA 

0.0268,0.0033 

0.00! 

0.000, 0.(95 

0.000, 0.039 

47/0 

NA 



Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.008, NA 

0.0100,0.0058 

0.004 

0.000,0.019 

0.000,0.019 

1/0 

62 

0.011, NA 

0.0274, 0.0035 

0.00? 

0.000, 0.195 

0.000, 0.043 

46/0 

0.6528 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

20 

0.022, NA 

0.0425, 0.0095 

0 011 

0.000, 0.195 
0.000,0.117 

9/0 

45 

0.006, NA 
0.0140,0.0021 

0.000 

0.000,0.058 

0.000,0.043 

38/0 

0.0010 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

8 Away from home combined refers to exposure from at feast one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Nor Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 27 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value* 

Week 2 

Harrogate 

Cotinine-N-glucuronfde (nmol/mg Creatinine) 

Away from hom« 

N 

23 

42 

0.0003 



combined 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

0.021, NA 

0.0900,0.0083 

0.013 

0.000, 0.195 

nixifl. nrui 

10/0 

0.005, NA 

0.0131.0.0020 

0.000 

0.000,0.058 

0 000,0 039 

37/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined, refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed lo Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 28 of 42) 


Analytical Lab 


Timepotnt 

Biomarker 

Source of Exposure 1 

Statistic 

Exposed 

Not-exposed 

P-value b 

Week 3 

Harrogate 

Sum of Nicotine and Nicotine metabolites (timol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 
SD.SE 

MEDTAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.322.0.286 

0.2093, 0.1480 

0.322 

0.174,0.470 

0.174. 0.470 

0/0 

63 

0.049.0.036 

0.0500,0.0063 

0.033 

0.011.0.283 
0.017.0.109 

0/0 

0.0199 



Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

S%, 95% 

# of BLQ/ALO Values 

1 

0.094, 0.094 

NA, NA 

0.094 

0,094, 0.094 

NA, NA 

0/0 

64 

0.056, 0.038 

0.0738,0.0092 

0.033 

0.011,0.470 

0.017,0.174 

0/0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

0.246,0.197 
0.1981,0.1144 

0.174 

0.094,0.470 

0.094,0.470 

0/0 

62 

0.048,0.036 

0.0501,0.0064 

0.033 

0.011,0.283 

0.017,0.109 

0/0 

0.0068 



Work 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.064,0.053 

0.0367,0.0164 

0.051 

0.016,0.109 

0.016,0.109 

04) 

60 

0.056,0.038 

0.0757.0.009B 

0.033 

0.011,0,470 

0.017,0.224 

0/0 

0.2782 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

3 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
B P-value from Wilcoxon rank-sum test. 
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CovanceCRU Study No. 12226-8450 


Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 29 of 42) 


Analytical Lab 

Timepoint _ Bio marker 


Source of Exposure* 


Statistic 


Exposed 


Nut-expo set! 


P-value 


Week 3 Harrogate 






Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

1 

64 

NA 



MEAN, GEO MEAN 

0.470,0.470 

0.050.0.037 




SD, SE 

NA, NA 

0.0521,0.0065 




MEDIAN 

0.470 

0.033 




MIN. MAX 

0.470,0.470 

0.011,0.2 S3 




5%, 95% 

NA, NA 

0.017,0.139 




# of BLQ/ALQ Values 

0/0 

0/0 



Other places 

N 

10 

55 

0.1408 



MEAN, GEO MEAN 

0.082,0.056 

0.052,0.036 




SD. SE 

0.0811,0.0256 

0.0717,0.0097 




MEDIAN 

0.062 

0.033 




MIN, MAX 

0.017,0.283 

0.011,0.470 




5%. 95% 

0.017,0.283 

0.017,0.174 




# of BLQ/ALQ Values 

0/0 

0/0 



Away from home 

N 

15 

50 

0.0420 


combined 

MEAN, GEO MEAN 

0.100,0.061 

0.044, 0.034 




SD, SE 

0.1228,0.0317 

0.0444, 0.0063 




MEDIAN 

0.054 

0.033 




MIN, MAX 

0.016,0.470 

0.011,0.274 




5%, 95% 

0.016,0.470 

0.017,0.107 




# of BLQ/ALQ Values 

0/0 

0/0 


Harrogate 






Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0201 



MEAN. GEO MEAN 

0.034.0.03(1 

(1.010, N A 




SD, SE 

0.0219,0.0155 

0.0059,0.0007 




MEDIAN 

0.034 

0.006 




MIN, MAX 

0.018, 0.049 

0.000,0.031 




5%, 95% 

0.018.0.049 

0.000.0.018 




it of BLQ/ALQ Valves 

0/0 

57/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places, 

1 Away from home combined refers to exposure from al least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon rank-sum test. 
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Covance CRU Study No. 12226-8450 


Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Day Period Before Sample Collection 

(Page 30 nf 42) 


Timepoint 

Analytical Lab 

Biomaricer 

Source of Exposure 3 

Statistic 

Exposed 

Not-exposed 

P-yalue* 

Week 3 

Harrogate 

Nicotine (nmolfmg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U uf BLQ/ALQ Values 

1 

0.012,0 012 

NA. NA 

0012 

0.012,0,012 

NA, NA 

1/0 

64 

0.010. NA 
0.0077,0.0010 

0.006 

0.000,0.049 

0.000,0.025 

56/0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

H of BLQ/ALQ Values 

3 

€.026,0022 

0.0199.0.0115 

0.018 

0.012,0.049 

0.012,0.049 

1/0 

62 

O.OIO.NA 

0.0059.0.0008 

0.006 

0.000, 0.031 
0.000,0.018 

56/0 

0.0218 



Work 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MrN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

aOll.NA 

0.0066, 0.0029 

0.012 

0.000, 0.018 
0.000,0.018 

3/0 

60 

0.010, NA 
0.0078,0.0010 

0.006 

0.000,0.049 

0.003.0.025 

54/0 

0.4444 



Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

if of BLQ/ALQ Values 

i 

0.049, 0.049 

NA, NA 

0.049 

0.049. 0.049 

NA, NA 

0/0 

64 

0.010, NA 

0.0059, 0,0007 

0.006 

0.000. 0.031 

0.000. 0.018 

57/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
,s P-value from Wilcoxon rank-sum lest. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 31 of 42) 


Analytical Lab 
Biomarker 


Source of Exposure* Statistic __ Exposed _ Not-exposcd _ P-vaW" 


Harrogate 






Nicotine (nmol/mg Creatinine) 

Other places 

N 

10 

55 

0.1216 



MEAN. GEO MEAN 

0.007, NA 

0.01 l.NA 




SD.SE 

0.0038.0.0012 

0.0080,0.0011 




MEDIAN 

0.006 

0.012 




MIN. MAX 

0.000,0.012 

0.000,0.D49 




5%, 95% 

0.000,0.012 

0.000,0.025 




# of BLQ/ALQ Values 

9/0 

48/0 



Away from home 

N 

15 

50 

0.6227 


combined 

MEAN, GEO MEAN 

0.01 l.NA 

0.010, NA 




SD, SE 

0.0116,0.0030 

0.0061,0.0009 




MEDIAN 

0.006 

0.009 




MIN, MAX 

0.000, 0.049 

0.000.0.031 




5%, 95% 

0.000, 0.049 

0.006,0.025 




# of BLQ/ALQ Values 

11/0 

46/0 


Harrogate 






Codnlne (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0146 



MEAN, GEO MEAN 

0.054, 0.047 

0.011, NA 




SD, SE 

0.0361,0.0255 

0.0090, 0.0011 




MEDIAN 

0.054 

0.006 




MIN, MAX 

0.028, 0.079 

0.000.0.051 




5%, 95% 

0.028, 0.079 

0.006,0.023 




« of BLQ/ALQ Values 

0/0 

50/0 



Others at home 

N 

1 

64 

NA 



MEAN, GEO MF-AN 

0.011,0.011 

0.012. NA 




SD.SE 

NA. NA 

0.0125, 0 0016 




MEDIAN 

0.011 

0.009 




MIN. MAX 

0.011,0.011 

0.000,0.079 




5%, 95% 

NA, NA 

0.006,0.028 




S of BLQ/ALQ Values 

0/0 

50/0 



NOTE: Source of exposure to environmental tobacco smoke is from at feast one of the following: spouse at home, others at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following; work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Day Period Before Sample Collection 

(Page 32 of 42) 


Analytical Lab 
Biomarker 


Source of Exposure* 


Harrogate 

Cotinine (nraol/mg Creatinine) 

At home combined 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

W Of BLQ/ALQ Values 

3 

0 039.0.029 

0.0354,0.0204 

0.028 

0.011,(1.079 

0.011,0.079 

0/0 

62 

0.01 l.NA 

0.0090, 0.0011 

0.006 

0.000, 0.051 
0.006,0.023 

so/o 

0.0200 


Wort 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

5 

0.010, NA 
0.0073,0.0033 

0.0 it 

0.000,0.017 
0.000,0.017 

3/0 

60 

0.012, NA 

0.0127,0.0016 

0.009 

0.000,0.079 

0.006,0.040 

47/0 

0.8536 


Vehicles 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ ALQ Values 

1 

0.079, 0.07 9 

NA.NA 

0.079 

0.079, 0.079 

NA.NA 

0/0 

64 

0.011, NA 
0.0091.0.0011 

0.009 

0.000,0.051 

0.006.0.028 

50/0 

NA 


Other places 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

10 

0.014,0 010 
0.0138,0.0044 

0.009 

0.006,0,051 

0.006,0.051 

5/0 

55 

0.012, N A 
0,0122,0.0016 

0.011 

0.000,0.079 

0.006,0.028 

45/0 

0.7480 


NOTE: Source of exposure to environmental tobacco smoke is from at least erne of the following; spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 33 of 421 


Analytical Lab 

Jimepoint Biomarker 


Source of Exposure 3 _ Statistic 


Exposed 


Net-exposed 


P-value* 


Han-ogate 






Cot!nine (nmol/mg Creatinine) 

Away from home 

N 

15 

50 

0,4381 


combined 

MEAN, GEO MEAN 

0.017, NA 

0.011, NA 




SD.SE 

0.0209,00054 

0.0081,0.0012 




MEDIAN 

U.01I 

0.009 




MIN, MAX 

0.000.0.079 

0.000,0.051 




5%, 95% 

0.000,0.079 

0.006, 0.028 




#nfB1.Q/A!Q Values 

7/n 

43/0 


Harrogate 






Trans-3-hy dr oxycotinlne (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0178 



MEAN. GEO MEAN 

0.151,0.137 

0.018, 0.012 




SD, SE 

0.0884, 0.0625 

0.0203, 0.0026 




MEDIAN 

0.15! 

0.010 




MIN. MAX 

0.088.0.213 

0.005. 0.114 




5%, 95% 

0.088,0.213 

0.005,0.042 




# of BI.Q/ALQ Values 

0/0 

30/0 



Others at home 

N 

1 

64 

NA 



MEAN, GEO MEAN 

0.026,0.026 

0.022, 0.013 




SB, SE 

NA. NA 

0 0328, 0.0041 




MEDIAN 

0.026 

0.010 




MIN, MAX 

0.026,0.026 

0.005,0.213 




5%, 95% 

NA.NA 

0.005, 0.088 




4 of BLQ/ALQ Values 

0/0 

30/0 



At home combined 

N 

3 

62 

0.0104 



MEAN, GEO MEAN 

0.109,0.079 

0.018, 0.012 




SD, SE 

0.0953,0.0550 

0.0205, 0.0026 




MEDIAN 

0.088 

0.010 




MIN, MAX 

0.026,0,213 

0.005, 0.114 




5%, 95% 

0.026,0.213 

0.005, 0.042 




# of BLQ/ALQ Values 

0/0 

30/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following; spouse at home, others at home. 

* P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3'Day Period Before Sample Collection 

(Page 34 of 42) 


Titneoota 

Analytical lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value h 

Week 3 

Harrogate 

Trans-3-hydroxycotinine (nmal/mg Creatinine) 

Work 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

H urBLQ/ALQ Values 

5 

0.019, 0.015 
0.0125,0.0056 

0.016 

0.005,0.036 

U.U05, 0.036 

0/0 

60 

0.022,0.013 

0.0337.0.0043 

0.010 

0.005,0.213 

0.005,0.091 

30/0 

0.5174 



Vehicles 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#/ of BLQ/ALQ Values 

0.213, 0.213 

NA,NA 

0.213 

0.213, 0.213 

NA, NA 

0/0 

64 

0.019,0.012 

0.0220,0.0028 

0.010 

0.005,0.114 

0.005, 0.073 

30/0 

NA 



Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

10 

0.035,0.023 
0.0346,0.0109 

0.024 

0.005,0.114 

0.005,0.114 

0/0 

55 

0.019,0.012 

0.0319,0.0043 

0.010 

0.005,0.213 

0.005, 0.088 

30/0 

0.0410 



Away from home 
combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

n of BLQ/ALQ Values 

15 

0.041,0.022 

0.0560,O.OM5 

0.021 

0.005,0.213 

0.005,0.213 

0/0 

50 

0.016,0.011 
0.0183,0.0026 

o m n 

0,005,0.094 

0.005,0.042 

30/0 

0.0208 


NOTE: Source of exposure to environmental tobacco smoke i3 from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
6 P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 35 of 42) 


Analytical Lab 


Timepoint 

Biomarker 

Source of Exposure’ 

Staiistic 

Exposed 

Net-exposed 

P-value” 

Week 3 

Harrogate 

Trans-3-hydroxycotinine-O-glucuronide (umil/rag Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 93% 

9 of BLQ/ALQ Values 

2 

0.035, 0.0.31 

0.0219, 0.0155 

0.035 

0.019,0.050 

0.019, 0.050 

0/0 

59 

0.004, NA 

0.0082, 0.0011 

0.001 

0.000,0.040 

0.000, 0.030 

30/0 

0.0172 



Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

1 

0.012, 0.012 

NA, NA 

0.012 

0.012,0.012 

NA, NA 
(VO 

60 

0.005, NA 

0.0i02,0.0013 

0.00! 

0.000, 0,050 

0.000, 0.032 

30(0 

NA 



At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

3 

0.027, 0.023 

0.0202, 0.0117 

0.019 

0.012, 0.0S0 

0.012. 0.050 

0/0 

58 

0.004, NA 

0.0082,0.001 f 

0.001 

0.000.0.040 

0.000. 0.030 

30/0 

0.0052 



Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

d of BLQ/ALQ Values 

4- 

0.006, 0.003 

0.0080, 0.0040 

0.003 

0.001,0.018 

0.001,0.018 

0/0 

57 

0.005, NA 
0.0103,0.0014 

0.000 

0.000,0.050 

0.000,0,034 

30/0 

0.1555 


NOTE; Source of exposure 10 environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wifcoxon rank-sum test. 
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Table 141.4.2-3 

Comparison Between Non-Smokers Exposed andNon-SmokereNot Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Day Period Before Sample Collection 

(Page 36 of 42) 


Time point 

Analytical Lab 

Biomaricer 

Source of Exposure* 

Statistic 

Exposed 

Not-expased 

P-value t 

Week 3 

Harrogate 

Trans-3-hydroxycotmine-O-glucuronide (umol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

(T050.0.050 

NA, NA 

0.050 

0.050,0.050 

NA, NA 

0/0 

50 

0004. NA 

0.0083, 0.0011 

0.001 

0.000,0.040 

0.000, 0.025 

30/0 

NA 



Other places 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of FU.Q/AEQ Values 

9 

0.012, NA 
0.0125,0.0042 

0.009 

0.000. 0.034 

0.000,0.034 

0/0 

52 

0.004, NA 

0.0092, 0.0013 

0.000 

0.000.0,050 
0.000,0.019 

30/0 

0.0022 



Away from home 
combined 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

13 

0.013, NA 

0.0158, 0.0044 

0.004 

0.000. 0.050 

0.000, 0.050 

0/0 

48 

0.003, NA 
0.0067.0.0010 

0.000 

0.000. 0.040 

0.000, 0.012 

30/0 

0.0003 


Harrogate 

Nkotine-N-glucuronidc (nnioL'mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.012,0.005 

0.0134, 0.0095 

0.012 

0.002, 0.021 
0.002,0.021 

0/0 

63 

0.001, NA 

0.0024,0.0003 

0.000 

0.000.0.011 

0000, 0.006 

57/0 

0.0065 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, nthers at home, work, vehicles, other places. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14 l .4.2-3 

Comparison Between Nun-St i tokens Exposed and Non-Smokers Not Exposed to Environmental Tobacco Si) Kike by Souite of Exposure 'Wiiliia 3-Day Period Before Sample Collection 

{Page 37 of 42) 


Analytical Lab 


Timeeoinc 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

Week 3 

Harrogate 

Nicotine-N-glucuronide (nmol/mg Creatinine) 

Others at home 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

] 

0.004, 0.004 
NA.NA 

0.004 

0.004, 0.004 
NA.NA 

1/0 

64 

0.001, NA 

0.0034, 0.0004 

0.000 

0.000,0.021 

0.000, 0.008 

56/0 

NA 



At home combined 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.009. 0.006 

0.0104, 0.0060 

0,004 

0.002,0.021 

0 002.0.021 

1/0 

62 

0.001, NA 

0.0024, 0.0003 

0.000 

0.000,0.011 

0.000, 0.006 

56/0 

0.0009 



Work 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

5 

0.003, NA 
0,0050,0.0022 

0.000 

0.000, 0.011 
o.ooo, o.o n 

3/0 

60 

0.001, NA 
0.0033,0,0004 

0.000 

0.000. 0.021 

0.000, 0.007 

54/0 

0.2113 



Vehicles 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ofBLQ/ALQ Values 

1 

0.021,0.021 

NA.NA 

0,021 

0.021,0 021 

NA.NA 

0/0 

64 

0.001, N A 

0.0024,0.0003 

0.000 

0.000,0.011 

0.000,0.006 

57/0 

NA 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, othets at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Mon-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page Jg of 42) 


Analytical Lab 

Titnepoim _ Biomarker 


Source of Exposure" _ Statistic _ Exposed _ Not-cxposed _ p-value b 


Week 3 Harrogate 






Nicotine-N-glucuronlde {nmol/mg Creatinine) 

Other places 

N 

10 

55 

0.1390 



MEAN, GEO MEAN 

0.002, NA 

0.001. N A 




SD.SE 

0.0026.0.0008 

0.0036, 0.0005 




MEDIAN 

0.000 

0.000 




MIN, MAX 

0.000, 0.006 

0.000.0.021 




5%, 15% 

0.000,0.006 

0.000, 0.008 




# of BLQ/ALQ Values 

9/0 

48/0 



Away from home 

N 

LS 

50 

0,0036 


combined 

MEAN, GEO MEAN 

0,004. NA 

0.00 l,NA 




SD, SE 

0.0058,0.0015 

0.0017, 0.0002 




MEDIAN 

0.000 

0.000 




MIN, MAX 

0.000,0,021 

0.000, 0.008 




5%, 95% 

0.000, 0.021 

0.000, 0.004 




# of BLQ/ALQ Values 

1110 

46/0 


Harrogate 






Colin ine-N'gt ucu ronide (nmol/mg Creatinine) 

Spouse at home 

N 

2 

63 

0.0298 



MEAN, GEO MEAN 

0.034, 0.024 

0.006, NA 




SD.SE 

0.0332,0.0235 

0.0131,0.0016 




MEDIAN 

0.034 

0.000 




MIN, MAX 

0.010.0.057 

0.000, 0.067 




5%, 95% 

0.010,0.057 

0.000,0.028 




# of BLQ/ALQ Values 

0/0 

50/0 



Others at home 

N 

1 

64 

NA 



MEAN, GEO MEAN 

0.027, 0.027 

0.006, NA 




SD. SE 

NA, NA 

0 0142.00018 




MEDIAN 

0.027 

0,000 




MIN, MAX 

0.027,0.027 

0.000.0.067 




5%, 95% 

NA, NA 

0.000,0.035 




# of BLQ/ALQ Values 

0/0 

50/0 



NOTE: Source nf exposure to environmental tnbaceo smoke is from sr least one of the following- spouse St borne, others at home, work, vehicles, other places. 

* Away tarn home combined refers to exposure framat least one of the following: work, vehicles, other places. At home combined refers mat least one of the following: spouse at home, otheis at home. 
b P-value from VVilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokere Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 39 of 42) 


Timepoint 

Analytical Lab 

Biomarket 

Source of Exposure 8 

Statistic 

Exposed 

Not-exposed 

P-value* 


Week 3 

Harrogate 








Cotinlne-N-glucuronide (nmnl/mg Creatinine) 

At home combined 

N 

3 

t2 

0.0057 





MEAN, GEO MEAN 

0.031, 0.025 

0.005, NA 






SD, SE 

0.0238, 0.0137 

0.0129,0.0016 






MEDIAN 

0 027 

0.(300 






MIN, MAX 

0.010,0.05? 

0.000,0.067 






5%, 95% 

0 010, 0.057 

0.000,0.028 






H of BLQ/ALQ Values 

0/0 

50/0 





Work 

N 

5 

60 

0.0341 





MEAN, GEO MEAN 

0.014, NA 

0.006, NA 






SD, SE 

0.0148,0.0066 

0.0143. 0.0018 






MEDIAN 

0.011 

0.000 






MIN, MAX 

0.000,0.035 

0.000,0.067 






5%. 95% 

0.000, 0.035 

0.000,0.043 






# of BLQ/ALQ Values 

3/0 

47/0 





Vehicles 

N 

1 

64 

NA 





MEAN. GEO MEAN 

0.057.0.057 

0.006. NA 






SD, SE 

NA, NA 

0.0130, 0.0016 






MEDIAN 

0.057 

0.000 






MIN, MAX 

0.057,0.U57 

0.000, 0.067 






5%. 95% 

NA, NA 

0.000, 0.028 






tf of BLQ/ALQ Values 

0/0 

50/0 





Oilier places 

N 

10 

55 

0.0076 





MEAN, GEO MEAN 

0.016, NA 

0.005, NA 






SD, SE 

0.0210.0.0067 

0.0123,0.0017 






MEDIAN 

0.010 

0.000 






MIN, MAX 

0.000,0.067 

0.000 ? 0.060 






5%, 95% 

0.000,0,067 

0.000, 0.028 






# of BLQ/ALQ Values 

5/0 

45/0 




NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
K P-value from Wilcoxon rank-sum test. 
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Tabic i 4.1,4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 4(1 of 42) 


Tlmepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

week J 

Harrogate 

Cotinlne-N-glucuronidt (nmol/mg Creatinine) 

Away from home 

N 

15 

50 

0.0003 



combined 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

0.017, NA 

0.0210,0.0054 

0,011 

0.000,0.067 

0.000,0.067 

7/0 

0.003, NA 
0.0101,0.0014 

0.000 

O.OOO, 0.060 

0.000, 0.027 

43/0 



NOTE: Source of exposure to environmental tobacco smoke tsfrom at least one of the following: spouse at home, others at home, work, vehicles, other places. 

■ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at leastone of the following: spouse at home, otheisathome. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokeis Nor Exposed to Environmental Tubacco Smoke by Source of Exposure Witbin 3-Day Period Before Sample Collection 

(Page 41 of 42) 


Analytical Lab 

Time point _ Binmaiker 


Source of Exposure* _ Statistic _ Exposed _ Not-exixised _ P-value 11 


Week 5 Harrogate 

4-Aminubiphertyl-Hb adduct (pg/g hemoglobin) 


Spouse at home 


Others at home 


At home combined 


Work 


N 

2 

63 

MEAN, GEO MEAN 

14.12,13.91 

8.64, 7.82 

SO, SF. 

3.373,2.385 

4.510,0.568 

MEDIAN 

14.12 

7.37 

MIN, MAX 

11.73,16.50 

4.09,27.86 

5%, 95% 

] 1.73,16.50 

4.36,15 91 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

I 

64 

MEAN, GEO MEAN 

9.65.9.65 

8.80.7.94 

SD. SE 

NA, NA 

4.594,0.574 

MEDIAN 

9.65 

7.44 

MIN, MAX 

9.65,9.65 

4.09,27.86 

5%, 95% 

NA, NA 

4.36, 16.50 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

3 

62 

MEAN, GEO MEAN 

1263,12.32 

8.62,7.79 

SD, SE 

3.512,2.028 

4.545,0.577 

MEDIAN 

11.73 

7.36 

MIN, MAX 

9.65.1 6.50 

4.09,27.86 

5%. 95% 

9.65,16,50 

4.36,15.91 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

3 

62 

MEAN, GEO MEAN 

8,01,7.57 

8.85,7.98 

SD, SE 

3.360, 1.940 

4.627, 0.588 

MEDIAN 

7.12 

7.52 

MIN, MAX 

5.19,11.73 

4.09, 27.86 

5%. 95% 

5.19,11,73 

436,16.50 

# of BLQ/ALQ Values 

0/0 

0/0 


0.0551 


NA 


0.0406 


0.9129 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

' Away from home combined refers to exposure Irani ar least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, uihers ar home. 
h P-value from Wilcoxcn rank-sum test. 
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Tabic 14.1.4.2-3 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Pane 42 of 42) 


Timepoint 

Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

Week 0 

Harrogate 

4-Aminobiphenyl-Hb adduct (pg/g hemoglobin) 

Vehicles 

N 

MEAN, GEO MEAN 

3 

9.47,9.30 

62 

8.78,7.90 




SD.SE 

2.184, 1.261 

4.651,0.591 




MEDIAN 

9.31 

7.43 




MIN, MAX 

7.37.11.73 

4.09,27.86 




5%, 95% 

7.37.11.73 

4.36,16.50 




* of BLQ/ALQ Values 

0/0 

0/0 



Other places 

N 

MEAN, GEO MEAN 

19 

9.30,8.12 

46 

8.61,7.89 




SD,SE 

6.063. 1.391 

3.836,0.566 




MEDIAN 

7.35 

7.52 




MIN, MAX 

4.31,27.86 

4.09,20.64 




5%, 95% 

4.31,27 86 

4.36, 15.91 




# of BLQ/ALQ Values 

0/0 

0/0 



Away from home 
combined 

N 

21 

44 




MEAN, GEO MEAN 

9.10,8.03 

8.67,7.93 




SD.SE 

5.785, 1.262 

3-913,0 590 




MEDIAN 

7.35 

7.62 




MIN, MAX 

4.31,27.86 

4.09,20,64 




3%, 95% 

4.49,22.67 

4.36,15.91 




# of BLQ/ALQ Values 

(1/0 

0/0 


P-value' 


0.2949 


1.0000 


0.9497 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home. work, vehicles, other places. 

* Away from home combined refers to exposure from nt least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 
h P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page I of 16) 


Analytical Lab 
_Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposed 


P-value' 1 


Harrogate 

4-Amlnoblptienyl-Ht) adduct (pg/g hemoglobin) 


Spouse at home N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

n of BLQ/ALQ Values 

Others at home N 

MEAN, GF-O MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

At home combined N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

Work N 

MEAN, GEO MEAN 
SU, Sts 
MEDIAN 
MIN, MAX 
5%, 95% 

U of BLQ/ALQ Values 


2 

63 

9.17,9.15 

7.22, 6.44 

0.856,0.605 

3.7S5,0.473 

9.17 

6.54 

8.56,9.77 

2.49,23.25 

8.56,9.77 

3.12,13.59 

WO 

0/0 

7 

58 

8.98,8.56 

7.07,6.30 

3,036,1.147 

3.756.0.493 

8.31 

6.52 

5.47,13.87 

2.49,23.25 

5.47,13.87 

2.95,13.59 

0/0 

0/0 

9 

56 

9.02, 8.69 

7.00,6.22 

2.648, 0.883 

3.801, 0.508 

8.56 

6.37 

5.47,13.87 

2.49, 23.25 

5.47, 13.87 

2.95,13.59 

0/0 

0/0 

4 

61 

8.05,7.13 

7.23,6.48 

3.839, 1.920 

3.731,0.478 

8.80 

6.54 

2.95,11.63 

2.49,23.25 

2.95,11.63 

3.21,13.59 

0/0 

0/0 


0.1656 


0.0865 


00250 


0.5391 


NOTE. Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 

Week I biomarker data used. 

J Away from home combined refers to exposure from at least one of the following: work, vehicles, olher places. At home comhined refers to at least one of the following: spouse at home, others at home. 
h P-vaiue from Wilcoxon rank-sum test. 
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Tabic 14,1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 2 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* 


Harrogate 

4-Amlnobtpbenyt-llb adduct (pg/g hemoglobin) 


Vehicles 


Other places 


Away from home combined 


Statistic 

Exposed 

Not-exposed 

P-value 1 ' 

N 

4 

61 

O.I947 

MEAN. GEO MEAN 

8.80, 8.48 

7,18,6,40 


SD, SE 

2.600,1.300 

3.768.0.482 


MEDIAN 

9.04 

6.54 


MIN. MAX 

5.47,11.63 

2.49,23.25 


5%, 95% 

5.47,11.63 

3.12,13.59 


# of BLQ/ALQ Values 

0/0 

0/0 


N 

21 

44 

0.4787 

MEAN, GEO MEAN 

7.59,6.86 

7.13,6.35 


SD. SE 

3.461,0.755 

3.857.0.581 


MEDIAN 

6.95 

6.54 


MTN, MAX 

2.95,13.87 

2.49,23.25 


5%, 95% 

3.94,13.59 

3.12,12.31 


#of BLQ/ALQ Values 

WO 

0/0 


N 

25 

40 

0.2777 

MEAN, GEO MEAN 

7.63, 6.98 

7.06,6.24 


SD, SE 

3.239.0.648 

4.004,0.633 


MEDIAN 

7.34 

6.52 


MIN, MAX 

2.95.13.87 

2.49, 23.25 


5%, 95% 

3.94.13.59 

3.01,14.84 


U ofBLQ/ALQ Values 

0/0 

0/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refcis lo exposure from at Least one of the following: work, vehicles. Other places. At home combined refers to at least one of the following; spouse at home, others at home. 
b P-valuc from Wilcoxon rook-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 3 of 161 


Analytical Lab 

Biomaiker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value h 

Harrogate 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.508, 0.275 
0.1966,0.1390 

0.308 

0.169, 0.447 

0.169, 0.447 

WO 

63 

0,065, NA 
0.1100,0.0139 

0.033 

0.000, 0.677 

0.017,0.306 

0/0 

0.0331 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.184, 0.087 

0.2444, 0.0924 

0.051 

0,017, 0.677 

0.017, 0.677 

0/0 

58 

0.059, NA 

0.0886,0.0116 

0.033 

0.000,0.447 
0.016,0.306 

0/0 

0.0584 


Al home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

9 

0.212,0.112 

0.2293,0.0764 

0.127 

0.017, 0677 

0.017,0.677 

0/0 

56 

0.051, NA 

0.0715, 0.0096 

0.033 

0.000, 0.430 

0.016.0.183 

0/0 

0.0055 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MFDTAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.059,0.043 

0.0534, 0.0267 

0.041 

0.016,0.136 

0.016,0.136 

0/0 

61 

0.074, NA 
0.1221,0.0156 

0.033 

0.000, 0.577 
0.017,0.340 

0/0 

0.8903 


NOTE: Source of exposure to environmental tobacco smoke is from at least one cf the following, spouse at home, others at home, work, vehicles, other places. 

Week. 1 biomaiker data used. 

" Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combitied refers to at least one of the following: spouse at home, other? at home. 
* P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 4 of 161 


Analytical Lab 
_Biomarker 


Source of Exposure" Sta listk 


Exposed 


Not-exposed 


P-valuc" 


Harrogate 


- 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Vehicles 

N 

4 

61 

0.0120 



MEAN, GEO MEAN 

0.222,0.140 

0.063, NA 




SD.SE 

0.2031,01015 

01069, 0.0137 




MEDIAN 

0.196 

0.033 




MIN, MAX 

0.049, 0.447 

0.000 , 0.677 




5%, 95% 

0.049, 0.447 

0.017,0.183 




#of BI.Q/AIQ Values 

o/n 

0/0 



Other places 

N 

21 

44 

0.1205 



MEAN, GEO MEAN 

0.095, 0.049 

0.062, NA 




SD.SE 

0.1326, 0.0289 

0.1117, 0.0168 




MEDIAN 

0.043 

0.033 




MIN. MAX 

0.005, 0.447 

0.000, 0.677 




5%. 95% 

0.017.0.430 

0.017.0.173 




# of BLQ/ALQ Values 

0/0 

0/0 



Away from home combined 

N 

25 

40 

0,0409 



MEAN, GEO MEAN 

0.102,0.053 

0.055, NA 




SD, SE 

0.1323,00265 

0.1073,0.0170 




MEDIAN 

0.043 

0.033 




MIN, MAX 

0.005, 0.447 

0.000,0.677 




5%, 95% 

0.016,0.430 

0.017,0.171 




# of BLQ/ALQ Values 

0/0 

0/0 



NOTE; Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehic les, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others ar home. 
b P-value from Wilcox on rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 -Month Period Before Sample Collection at Enrollment 

(Page 5 of 16) 


Analytical Lab 

Biomafter 

Source of Exposure' 

Statistic 

Exposed 

Nor-e.xposcd 

P-value" 

Hairo gate 

Nicotine (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.045, 0.041 
0.0170,0.0120 

0.043 

0.031,0.055 
0.031,0.055 

0/0 

63 

noio.NA 

0.0463,0.0058 

0.006 

0.000, 0.271 

0.000,0.074 

51/0 

0.0271 


Others at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

7 

0.056,0.021 
0,0913,0.0345 

0.012 

0.006,0.253 

0.006,0.253 

4/0 

58 

0.015, NA 

0.0361, D.0047 

0.006 

0.000, 0.271 

0.000, 0.055 

47/0 

0.0761 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

9 

0.053, 0.025 

0.0795, 0.0265 

0.018 

0.006, 0.253 

0.006.0.253 

4/0 

56 

0.014, NA 

0.0363, 0.0048 

0.006 

0.000, 0.271 

0.000. 0.018 

47/0 

0.0068 


Work 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.006, NA 

0,0049, 0.0024 

0006 

0.000,0.012 

0.000, 0.012 

3/0 

61 

0.021, NA 

0.0472, 0.0060 

0012 

0.000, 0.271 

0.006,0.074 

48/0 

0.1707 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week l biomarker data used. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 6 of 16) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value” 

Harrogate 

Nicotine (nmol/mg Creatinine) 

Vehicles 

N 

MEAN. GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

It of BLQ/ALQ Values 

4 

0.041.0,027 

0.0364,0.0182 

0.037 

0.006, 0.086 

0.006, 0,086 

2/0 

61 

0.018. NA 

0.0463,0.0059 

0.006 

0.000,0.271 

0.000,0.031 

49/0 

0.0491 


Other places 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

21 

0.026, NA 

0.0589,0,0128 

0.006 

0.000, 0.271 

0.006, 0.074 

14/0 

44 

0.017. NA 

0.0386,0.0058 

0.012 

0,000, 0253 

0.000, 0.031 

37/0 

0.8106 


Away from home combined 

N 

MEAN, UEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

25 

0,026, NA 

0.0555,0.0111 

0,006 

0.000, 0.271 

0.000,0.086 

16/0 

40 

0.016, NA 
0.0389.0.0061 

0.012 

0.000, 0.253 

0.003, 0,025 

35/0 

0.9254 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 


Week I biomarfcer data used. 

* Away from home combined refers to exposure from ac least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxnn rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 7 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* 


Statistic 




Not-exposed 


P-value* 


n arrogate 

Cfttinfne (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.034,0.032 
0.0156,0.0110 

0.034 

0.023, 0.045 

0.023,0.045 

0/0 

63 

0.013,NA 

0 0370, 0.0021 

0.006 

0.000,0.114 

0.000, 0.051 

49/0 

00308 


Others at home 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MSN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

7 

0.032,0.01 7 
0.0404,0.0153 

0.011 

0.006,0.114 

0.006,0.114 

4/0 

58 

0.01 l,NA 

0.0108, 0.0014 

0.006 

0.000, 0.057 

0.000, 0.045 

45/0 

0.0853 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# Of BLQ/ALQ Values 

9 

0.032,0.020 
0.0355,0.0118 

0.017 

0.006,0.114 

0.006,0.114 

4/0 

56 

0.010, NA 

0.0098, 0.0013 

0.006 

0.000, 0.057 

0.000, 0.028 

45/0 

0.0084 


Work 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ut BLQ/ALQ Values 

4 

0.009, NA 
00072,00036 

0.009 

0.000,0.017 

0.000,0.017 

3/0 

61 

0.014, NA 

0 0177.0 0073 

0.006 

0.000, 0.114 
0,006,0051 

46/0 

0.7387 


NOTE; Source of exposure to environmental tobacco amoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-vaiue from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokere Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 5-Month Period Before Sample Collection at Enrollment 

(Page 8 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-exposcd 


P-value b 


Harrogate 

Cotfnlne (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

A 

0,031,0.023 

0.0238,0.0119 

0031 

0.006, 0.057 

0.006,0.057 

2/0 

61 

0.012, NA 

0.0164, 0.0021 

0.006 

0.000, 0.114 

0.000, 0.028 

47/n 

0.05.37 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

21 

0.014, NA 
0.0161.0.0035 

0.006 

0.000, 0.057 

0.006, 0.051 

13/0 

44 

0.013, NA 

0.0180, 0.0027 

0.011 

0.000, 0.114 

0.000.0.028 

36/0 

0.4742 


Away from home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

fl of BLQ/ALQ Values 

25 

0.015. NA 
0.0173,0.0035 

0.006 

0.000. 0.057 

0.000, 0.057 

15/0 

40 

0.012, NA 
0.0174,0.0027 

0.011 

0.000,0.114 

0.003,0.026 

34/0 

0.9657 


NOTE: Source of exposure 10 environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, oilier places. 

Week 1 biomarker data used. 

a Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value fnom Wilenxon rank-sum test 
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Table 14.1,4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 9 of! 6) 


Analytical Lab 


Biomariter 

Source of Exposure* 

Statistic 

Exposed 

Not-ex posed 

P-value* 

Harrogate 

Trans-3-hydrovycotinfne (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MW, MAX 

5%, 95% 

# of BLQ/ALQ Values 

2 

0.149,0.131 

0.0997,0.0705 

0.149 

0.07S. 0.219 
0.078,0.219 

0/0 

63 

0,022, NA 

0.0338,0.0043 

0.010 

0.000.0.187 

0.005, 0.083 

22/0 

00228 


Others at home 

N 

MEAN, GEO MEAN 

SD. SB 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

7 

0.063, 0.029 

0.0785, 0.0297 

0.016 

0.005,0.1*7 

0.005,0.187 

2/0 

58 

0.021, NA 

0.0335, 0,0044 

0.010 

0.000, 0.219 

0005, 0.083 

20/0 

0.0993 


At home combined 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.082,0.040 

0.0854,0.0285 

0.042 

0.005.0.219 

0.005,0.219 

2/0 

56 

0.017, NA 

0.0192. 0.0026 

0010 

0.000.0.099 

0.005, 0.068 

20/0 

0.0086 


Work 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.023,0.015 

0 . 0262 , n.om 

0.013 

0.005, 0.062 
0.005,0,062 

1/0 

61 

0.026, NA 
0.0478.0.0055 

0.010 

0.000,0.219 

0.005,0.099 

21/0 

0.8557 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental T obacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 10 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure* _ Statistic 


Exposed 


Not-cxposed 


P-value** 


Harrogate 

Tr*ms~3»hydroxycotinine (nmol/mg Creatinine) 

Vehicles 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

4 

0.110.0.057 

0.1088,0.0544 

0.102 

0.016,0219 

0.016,0.219 

1/0 

61 

0.020. NA 
0.0278,0.0036 

0.010 

0.000,0166 

0.005,0.07B 

21/0 

0.0210 


Other places 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BEQ/ALQ Values 

21 

0.034, 0.018 

0.0498, 0.0109 

0.016 

0.005, 0.219 

0.005,0.099 

3/0 

44 

0.022, NA 
0,0374,0.0056 

0.010 

0.000,0.187 

0.005,0.078 

19/0 

0.0481 


Away from home combined 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

25 

0.039, 0.020 
0.0556,0.011! 

0,016 

0.005, 0.219 
0.1X15,0.187 

4/0 

40 

0.017, NA 

0.0277, 0.0044 

0010 

0 000,0.166 
0.005.0.060 

18/0 

0.0126 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, wort, vehicles, other places. 

Week 1 biomarker data used. 

1 Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokcra Exposed and Non-Smokcra Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Mcmth Period Before Sample Collection at Enrollment 

(Page 11 of 16) 


Analytical Lab 

Biomarker 

Source of Exposure* 

Statistic 

Exposed 

Not-exposed 

P-value" 

Harrogate 

Ttnns-3-hydroxycotlnine-O'glucuronidc (nmol/mg Creatinine) 

Spouse at home 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# ul BLQ/ALQ Values 

2 

0.039,0.036 

00198,0.0140 

0.039 

0.025,0.053 

0025,0053 

0/0 

5! 

0.005, NA 
0.0090,0.0013 

0.001 

0.000,0.051 
0.000,0.018 

2210 

0.0198 


Others at home 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

7 

0 .010, NA 

0.0184,0.0069 

0.003 

0.000,0.051 

0.000,0.051 

2/0 

46 

0.006, NA 
0.0101.0.0015 

0.001 

0.000,0 053 

0.000, 0.025 

2010 

05163 


At home combined 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

H of BLQ/ALQ Values 

9 

0.016, NA 

0.0216,0.0072 

0.005 

0,000, 0.053 

0.000. 0.053 

2/0 

44 

0.004, NA 

0.0066, 0.0010 

O.OOl 

0.000, 0.034 

OJXK), 0.015 

20/0 

0.0750 


Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.005, NA 

0,0048, 0,0024 

0.001 

0 .000, 0.010 

0 .000, 0.010 

I/O 

49 

0.006, NA 
0.0116,0.0017 

0.002 

0.000,0.053 

0.000,0.034 

21/0 

0.7419 


NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following; spouse at home, others at home, work, vehicles, other places. 


Week 1 biomarker data used. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wilcnxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page (2 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure 8 _ Statistic 


Exposed 


Not-exposed 


P-vaIue b 


Harrogate 

Trans-3-hydroxycotJnine-O-filticuronide (nmol/mg Creatinine) Vehicles 


Other places 


Away from home combined 


N 

4 

49 

0.3232 

MEAN. GEO MEAN 

0.016, NA 

0.005, NA 


SD, SE 

0.0250,0.0125 

0.0096.0.0014 


MEDIAN 

0.005 

0.001 


MIN. MAX 

0.000, 0.053 

0.000,0.051 


5%, 95% 

0.000,0.053 

0.000,0.O25 


# of BLQ/ALQ Values 

I/O 

21/0 


N 

18 

35 

0.0016 

MEAN, GEO MEAN 

0.010, NA 

0.004. NA 


SD, SE 

0.0135,0.0032 

0.0097,0.0016 


MEDIAN 

0.006 

0.000 


MIN. MAX 

0.000,0.053 

0.000,0.051 


5%. 95% 

0.000, 0.053 

0.000,0.025 


tt of BLQ/ALQ Values 

3/0 

19/0 


N 

22 

31 

0.0021 

MEAN, GEO MEAN 

0.009, NA 

0.004, NA 


SD, SE 

0.0125,0.0027 

0.0103,0.0018 


MEDIAN 

0.005 

0.000 


MIN. MAX 

0.000, 0.053 

0.000,0.051 


5%, 95% 

0.000,0.034 

0.000,0.025 


#of BLQ/ALQ Values 

4/0 

18/0 



NOTE; Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

* Away from home combined refers to exposure from ar least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
h P-value from Wtlcoxon rank-sum test. 
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Table I4.L4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 13 of 16) 


Analytical Lab 
Biomarker 


Source of Exposure 1 _ Statistic 


Exposed 


Not-exposed 


P-value 6 


Harrogate 


Nkotine-N-glucuronide (nnml/mg Creatinine) 

i 

Spouse at home 

N 

MEAN, GEO MEAN 

SO, SK 

MEDIAN 

MIN, MAX 

5%, 95% 

K ofBEQ/ALQ Values 

2 

0.00(5, NA 

0.00*5, 0.0060 

0.006 

0.000,0.012 

0.000, 0.012 

0/0 

60 

0.002, N A 

0.0047,0.0006 

0.000 

0.000,0.023 

0.000,0.013 

51/0 

0.3249 


Others at home 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

0.006, NA 

0.0080, 0.0033 

0.003 

0.000, 0.021 

0.000, 0.021 

4/0 

56 

0.002, NA 

0.0042,0.0006 

0.000 

0.000,0.023 
0.000,0.012 

47/0 

0.0164 


At home combined 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of HI. Q/AI.Q Values 

8 

0.006, NA 

0.0075, 0.0026 

0.003 

0.000,0.021 
0.000,0.021 

4/0 

54 

0.001, NA 
0,0040,0.0005 

0.000 

0.000. 0.023 

0.000, 0.009 

47/0 

0.008! 

' 

Work 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

4 

0.002, NA 
0.0024,0.0012 

0.002 

0.000.0.005 

0.000,0.005 

3/0 

58 

0.002, NA 

0.0049,0.0006 

0.000 

0.000.0.023 
0.000,0016 

48/0 

0.3144 


NOTE: Source of exposure to environmental tobacco smoke is from al least one of the following: spouse at home, others at home, work, vehicles, cither places. 

Week 1 biomatker data used. 

' Away from home combined re fets to exposure front at least one of the following: work, vehicles, oiher places. At home comhlitetl refers to at least one of the following: spouse ai home, others at home. 
b P-value from Wilcoxon rank-sum test. 
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Table 14,1.4.2-4 

Compaiison Between Non-Smokers Exposed and Nun-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(PageI4afI6) 


Analytical Lab 
Biomarker 


Source of Expos ure* 


Statistic 


Exposed 


Not-exposed 


P-value 


Harrogate 

Nicotlne-N-glucuronicfc (nmol/mg Creatinine) 


Vehicles N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

Other places N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

» of BLQ/ALQ values 

Away from home combined N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 


3 

59 

0.005, NA 

0.002, NA 

0.0062, 0.0036 

0.0047, 0.0006 

0003 

0.000 

0 .000,0.0(2 

0.000, 0.023 

0 .000,0.012 

0 .000, 0.016 

2/0 

49/0 

20 

42 

0.003, NA 

0.001. NA 

0.0057. D.0013 

0.0042, 0.0007 

0.000 

0.000 

0.000,0.023 

0 .000,0.021 

0.000.0.018 

0.000,0.008 

14/0 

37/0 

23 

39 

0.003. NA 

0.001, NA 

0.0054,0.0011 

0.0044, 0.0007 

0.000 

0.000 

0.000,0.023 

0 .000,0.021 

0 .000, 0.012 

0.000,0.016 

16/0 

35/0 


0.1050 


0.0305 


0.024! 


NOTE: Source of exposure to environmental tobacco smoke is from a( least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week 1 biomarker data used. 

’ Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
k P-value from Wilcoxon rank-sum test. 
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Table 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3 Month Period Before Sample Collection at Enrollment 

(Page 15 af 16) 


Analytical Lab 


Bioitiarker 

Source of Exposure* 

Statistic 

Exposed 

Ncit-exposcd 

P-vaW 

Harrogate 

Cotvntafr-N -glucmronMe famol/nig Cmilnine) 

Spous? fit home 

N 

MEAN. GEO MF.AN 

SD.SE 

MEDIAN 

MEN, MAX 

5%, 95% 

#cf BLQ/ALQ Vahiea 

2 

0 .01k, 0.026 

0.0396.0.0280 

0.038 

0 010.0.066 

0.0(0.0.066 

0/0 

63 

0.007, NA 
0.0161,0.0020 

0.000 

0.000,0.07S 

0.000,0.049 

49/0 

0.0334 


Others at home 

N 

MEAN. CEO MEAN 

SD.SE 

MEDIAN 

MEN. MAX 

5% 9515 

If of BI.Q/AL.Q Values 

7 

0.022, NA 

0.0292,0.0110 

0.009 

0,000,0.075 

0.000,0.075 

4/0 

58 

0.007, NA 

0.0150, 0.0020 

0.000 

0.000,0.066 

0,000. 0.055 

45/0 

0.0736 


At home combined 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

9 

0.026, NA 

0,0297,0.0099 

0.010 

0.000,0.075 

0.000,0.075 

4/0 

56 

0.006, NA 

D.0J30.0.0017 

0.000 

0.000, 0.064 

O.OOO, 0.036 

45/0 

0.0074 


Work 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ACQ Values 

4 

0.011, NA 

0.0169. O.OOS4 

0.004 

0.000,0.036 

0.000.0.036 

3/0 

6 ! 

0,008, NA 

0 Of 76,0.0023 

0.000 

0.000,0.075 

0.000,0.055 

46/0 

0.3227 


NOTE' Source of exposure to environmental lubaccu smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

Week f btomarker data used. 

" Away from hnmeenitihined refers to exposure from at least one of the following: work, vehicles, other plaeea. At home combined refers to at least one of (he following: spouse at home, othcmat home. 
k P-value from Wilcoxon rank-sum test. 
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Tabic 14.1.4.2-4 

Comparison Between Non-Smokers Exposed and Non-Smokers Not Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 16 of 16) 


Analytical T,ab 

Biomarker Source of Exposure’ 

Statistic 

Exposed 

Not-exposed 

P-value" 


Harrogate 






Cotlnine-N-glucuronlde (nmol/mg Creatinine) Vehicles 

N 

4 

61 

0.1024 



MEAN, GEO MEAN 

0,024, NA 

0.007, NA 




SD.SE 

0.0298.0.0149 

0.0162.0.0021 




MEDIAN 

0.014 

0.000 




MTN, MAX 

0.000,0.066 

0.000,0.075 




5%, 95% 

0.000,0.066 

0.000, 0.049 




# of BLQ/ALQ Values 

2/0 

47/0 



Other places 

N 

21 

44 

0.0106 



MEAN. GEO MEAN 

0.012. NA 

0.006, NA 




SD, SE 

0.0196,0.0043 

0.0162, 0.0024 




MEDIAN 

0.006 

0.000 




MIN, MAX 

U.OOO, 0.060 

U.OOO, 0.075 




5%, 95% 

0.000,0.064 

0.000,0.049 




# of 3LQ/ALQ Values 

13/0 

36/0 



Away from home combined 

N 

25 

40 

0.0020 



MEAN, GEO MEAN 

0.013. NA 

0.006, NA 




SD.SE 

0.0189, 0.0038 

0.0161,0.0025 




MEDIAN 

0.006 

0,000 




MIN, MAX 

0 .000, 0.066 

0.000,0.075 




5%, 95% 

0.000, 0.064 

0.000.0.052 




# of BLQ/ALQ Values 

15/0 

34/0 



NOTE: Source of exposure to environmental tobacco smoke is from at least one of the following: spouse at home, others at home, work, vehicles, other places. 

.-.. 

.. 


Week 1 biomarker data used. 






" Away from home combined refere to exposure from at least one of the following: work, vehicles, other places. 

At home combined refers to at (east one of the following: spouse at home, others at home. 




h P-valuc from Wileuxuu laiik-aum lest. 

i 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page ! of 13) 


Timepoint Biorrmrker 

Duration of Exposure* 

Independent Variable 15 

95% Confidence Interval 4- 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-va!ue) 

Week 1 4-Aminoblpheny)-Hb adduct (pg/g hemoglobin) 

Non-Weighted 

Spouse at home 

(NA , NA) 

].0O(NA) 

1.00INA) 



Others at home 

(-0.90,0.86) 

-0.09(0.8830) 

0 .00(1.0000) 



At home combined 

(-0.76,0.75) 

-0.01(0.9909) 

004(0.9365) 



Wo* 

(-0.99,0.73) 

-0.77(0.2296) 

-0.80(0.2000) 



Vehicles 

(NA , NA) 

l.00(NA) 

1.00{NA) 



Other places 

(-0.30.0.S4) 

0.15(0.5220) 

-0.06(0.8118) 



Away from home combined 

(-0.3). 0.46) 

0.08(0.7167) 

-0.12(0.5542) 


Weighted 

Spouse at home 

(NA, NA) 

l.tXKNA) 

1 ,00{NA) 



Others at home 

(-0.90.0.86) 

-0.09(0.8830) 

0 .00(1.0000) 



At home combined 

(-0.74,0.76) 

0.02(0.9633) 

0.04(0.9365) 



Work 

(-0.98,0.93) 

-0.3 T (0.6922) 

-0.40(0.6000) 



Vehicles 

(NA, NA) 

1 .00(NA) 

1 .00(NA) 



Other places 

(-0.47,0.39) 

-0.04(0.8482) 

-0,05(0.8447) 



Away from home combined 

(-0.4). 0.38) 

-0.02(0.9123) 

-0,09(0.6573) 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weiglued 

Spouse at home 

(NA , NA) 

l.00(NA) 

1.00(NA) 



Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

000 (1.0000) 



At home combined 

(-0.53,0.88) 

0.37(0.4181) 

0.34(0.4601) 



Wo* 

(-1.00,0.14) 

-0.95(0.0513) 

-1.00(0.0000) 



Vehicles 

(NA, NA) 

-1.0CKNA) 

-l.OWNA) 



Other places 

(-0.18,0.63) 

0.28(0.2233) 

0.18(0.4361) 



Away from home combined 

(-0.19,0.57) 

0.23(0.2792) 

0,23(0.2724) 


Weighted 

Spouse at home 

(NA, NA) 

I.001NA) 

1 .OOfNA) 



Others at home 

(-0.94,0.78) 

-0.32(0.5948) 

0 .00(1,0000) 



At home combined 

(-0.50,0.89) 

0.40(0.3698) 

0.34(0.4601) 



Wo* 

(-1.00.0.58) 

-0.86(0.1376) 

-0.80(0.2000) 



Vehicles 

(NA , NA) 

-1.00(NA) 

-1.00(NA) 



Other places 

(0.01,0-73) 

0.44(0-0461) 

0.20(0.3876) 



Away from home combined 

(0.02,0.69) 

0.41(0.0411) 

0.22(0.2969) 


" Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity (1 =mild, immoderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at feast one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
e 95 % confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 2 of 13) 


Timepoim 

Biomarker 

Duration of Exposure’ 

independent Variable 6 

95% Confidence Interval 1 ' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 1 

Nicotine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA ,NA) 

l.OO(NA) 

I.UO(NA) 




Others at home 

(-0.93,0.74) 

-0.41(0.4952) 

-0.30(0.6186) 




At home combined 

<-0.77,0,73) 

-0.05(0.9180) 

0.25(0.5922) 




Work 

(-0.94.098) 

0.23(0.7698) 

021(0 7892) 




Vehicles 

(NA , NA) 

l.0O(NA) 

1.00[NA) 




Other places 

(0.04,0.75) 

0.47(0.0331) 

-0.07(0.7697) 




Away from home combined 

(0.02,0.09) 

0.41(0.0421) 

0.07(0,7532) 



Weighted 

Spouse at home 

(NA . NA) 

1.0G(NA) 

1 .00(NA) 




Others at home 

(-0.95,0.74) 

-0.41(0.4952) 

-0.30(0.6186) 




At home combined 

(-0.75,0.75) 

0.00(0.9940) 

(1.25(0.5922) 




Work 

(-0.78,0.99) 

0.72(0.2788) 

0.74(0.2621) 




Vehicles 

(NA , NA) 

l.OO(NA) 

I.OOfNA) 




Other places 

(0.29,0.84) 

0.64(0.0018) 

-0.04(0.8624) 




Away from home combined 

(0.28,0.8!) 

0.61(0.0012) 

0.07(0.7294) 


Colinine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

!.00(NA) 

1.00(NA) 




Others at home 

(-0.95.0.74) 

-0.41(0.4957) 

-0.30(0.6186) 




At home combined 

(-0.70,0.80) 

0.11(0.8179) 

0.25(0.5922) 




Work 

(-0.98,0.94) 

-0.22(0.7752) 

-0.32(0.6838) 




Vehicles 

(NA , NA) 

l.QO(NA) 

I.OOfNA) 




Other places 

(-0.24,0.59) 

0-22(0.3489) 

0.04(0.8746) 




Away from home combined 

(-0.25.0.52) 

0.16(0.4463) 

-0.04(0.8374) 



Weighted 

Spouse at home 

(NA .NA) 

I.OOfNA) 

I.OOfNA) 




Others at home 

(-0.95,0.74) 

-0.41(0.4957) 

-0.30(0.6186) 




At home combined 

(-0.68,0.81) 

0.16(0.7377) 

0.25(0.5922) 




Work 

{-0.99,0.88) 

-0.31(0-4899) 

-0.32(0.5838) 




Vehicles 

(NA, NA) 

I.OOfNA) 

1.00(NA) 




Other places 

(-0.08,0.69) 

0.37(0.1025) 

-0.03(0.8994) 




Away from home combined 

(-0.08 , 0 64) 

0.33(0.1 Ill) 

-0.08(0.7045) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, otherplaces, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity (1 =mild, 2=moderate, 3=severe) of 
smoke. 

8 Away from home combined refers to exposure from at least one of the following: wurk, vehicles, oiher places. At home combined re fere to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Sourtc of Exposure Within 3-Day Period Before Sample Collection 

(Page 3 of 13) 


Timepoint 

Biomarker 

Duration of Exposure* 

Independent Variable 8 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-valice) 

Week 1 

T r«ns-3-hydroi>cotlitirie (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1.00(NA) 

l.OOfNA) 




Others at home 

(-0.93, O.Bl) 

-0.25(0.6802) 

0.29(0.6376) 




At home combined 

(-0.04,0.96) 

0.73(0.0609) 

0.62(0.1395) 




Work 

(-1.00,0.54) 

-0.87(0.1258) 

-0.80(0.2000) 




Vehicles 

(NA , NA) 

-1.00O1A) 

-l.OOfNA) 




Other places 

(-0.21 .0,61) 

0,24(0.2871) 

034(0.1261) 




Away from home combined 

(-0.24.0.53) 

0.18(0.3990) 

0.37(0.0676) 



Weighted 

Spouse at home 

(NA, NA) 

!.00(NA) 

l.OOfNA) 




Others at home 

(-0.93,0.81) 

-0.25(0.6802) 

0.29(0.6376) 




At home combined 

(-0.02.0.96) 

0.75(0.0545) 

0.62(0.1395) 




Work 

(-1.00,0.02) 

-0.96(0.0405) 

-1.00(0.0000) 




Vehicles 

(NA, NA) 

-l.OOfNA) 

-l.OOfNA) 




Other places 

(-0.06,0.70) 

0.39(0.0842) 

0.41(0.0618) 




Away from home combined 

(-0.07,0.65) 

0.34(0.0984) 

0.39(0.0556) 


Tnns-3-hydroxycotlnlne-O-glucuronidE (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

l.OOfNA) 

l.OOfNA) 




Others at home 

(-0.94,0.77) 

-0.35(0.5629) 

0 .00(1.0000) 




At home combined 

(-0.27.0.93) 

0.61(0.1472) 

0.52(0.2274) 




Work 

(-1.00,0.56) 

-0.87(0.1323) 

-0.40(0.6000) 




Vehicles 

{NA t NA) 

-l.OOCNA) 

-l.OOfNA) 




Other places 

(-0.47,0.44) 

■0.01(0.9517) 

0.23(0.3339) 




Away from home combined 

(-0.45,0.37) 

-0.05(0.8360) 

0.22(0.3070) 



Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

l.00(NA) 




Others at home 

(43.94,0.77) 

-0.35(0.5629) 

0 .00(1.0000) 




At home combined 

(-0.24,0.94) 

0.62(0.1344) 

0.52(0.2274) 




Work 

(-1.00,0.62) 

-0.84(0.1563) 

-0.80(0.2000) 




Vehicles 

(NA , NA) 

-!.00(NA) 

-l.OOfNA) 




Other places 

(-0.38,0.52) 

0.08(0.7310) 

0.38(0.1113) 




Away from home combined 

(-0.35 ,0.47) 

0.07(0.7527) 

0.31(0.1458) 


* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(1=mild. 2=moderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following; work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
t 95% confidence interval for the correlation coefficient. 
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Tabic 14.1 4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 4 ofl 3) 


Pearson Correlation Spearman rank-order 

Timcpoint Biomarker _ Duration of Exposure" _ Independent Variable* 1 95% Confidence Interval* Coefficient (P-value) _ Coefficient (P-value) 


Nicotine-N-glucuronide (nmol/mg Creatinine) 

Non-Weightcd 

Spouse at home 

(NA, NA) 

l.OOfNA) 

1.00INA) 



Others at home 

(-0.94,0.78) 

-0.33(0.5908) 

-0.29(0.6376) 



At home combined 

(-0.63.0.84) 

0.23(0.61 77) 

-0.14(0.7620) 



Work 

(-0.99,0.75) 

-0.76(0.2450) 

-0.80(0.2000) 



Vehicles 

(NA , NA) 

-l.OOfNA) 

-1.00INA) 



Other places 

(-0.50,0.38) 

-0.07(0.7550) 

0.22(0.3524) 



Away from home combined 

(-0.42,0.39) 

-002(0.9260) 

0.32(0.1295) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

I.00(NA) 



Others at home 

(-0.94,0.78) 

-0.33(0.5908) 

-0.29(0.6376) 



At home combined 

(-0.59,0.86) 

0.30(0.5168) 

-0.14(0.7620) 



Work 

(-0.98,0.93) 

-0.27(0.7295) 

-0.40(0.5000) 



Vehicles 

(NA, NA) 

-1.00JNA) 

-1.00{NA) 



Other places 

(-0.32,0.55) 

0.15(0.5382) 

0.41(0.0755) 



Away from home combined 

(-0.20,0.57) 

0.22(0.3078) 

0.42(0.0414) 

Cotiniite^N-glucuromde (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

l.OOfNA) 

l.00(NA) 



Others at home 

(-0.89,0.87) 

-0.05(0.9378) 

0.00(1.0000) 



At home combined 

(-0.45,0.90) 

0.46(0.2997) 

0.28(0.5420) 



Work 

(-1 00,0.31) 

-0,93(0.0722) 

-1.00(0.0000) 



Vehicles 

(NA, NA) 

-1.00{NA) 

-1.00(NA) 



Other places 

(-0.49,0,36) 

-0.08(0.7313) 

0.39(0.0844) 



Away from home combined 

(-0 48,031) 

-0.10(0.6330) 

0.36(0.0755) 


Weighted 

Spouse at home 

(NA, NA) 

I.OO(NA) 

UXKNA) 



Others at home 

(-0,89,0,87) 

-0,05(0.9378) 

0,00(1,0000) 



At home combined 

(-0.42,0.91) 

0.49(0.2661) 

0.28(0.5420) 



Work 

(-0.99,0,74) 

-0.76(0.2378) 

-0.80(0.2000) 



Vehicles 

(NA, NA) 

l.OOfNA) 

-l.00(NA) 



Other places 

(-0.40,0.46) 

0.03(0.8843) 

0.46(00355) 



Away from home combined 

(-0,37,0.42) 

0.03(0.8896) 

0.40(0.0468) 


J Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity( 1-mild, 2=moderate, 3=severe) Of 

smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison nf Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 5 of 13) 


Timepoint Biomafker Duration of Exposure* 

Independent Variable* 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (p-value) 

Week 2 Sum of Nicotine and Nicotine metabolites (nmoi/m g Creatinine) Non-Weighted 

Spouse at home 

(NA . NA> 

-i.00(NA) 

-100(14A) 


Others at home 

{0.22.1 .00) 

0.97(0.0251) 

0.95(0.0513) 


At home combined 

(-0.29,0.96) 

0.68(0.1371) 

0.81(0.0499) 


Work 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA, NA) 

0.22(0.8590) 

0 .00(1.0000) 


Other places 

(■0.50,0.38) 

-0.08(0.7417) 

0.47(0.0347) 


Away from home combined 

(-0-46,0.36) 

-0.07(0.7672) 

0.37(0.0807) 

Weighted 

Spouse at home 

(NA, NA) 

-t.00(NA) 

-1.00(NA) 


Others at home 

(-0.2-4,1.00) 

0.94(0.0628) 

0.95(0.051.3) 


At home combined 

(-0.76.0.85) 

0.14(0.7972) 

0.81 (0.0499) 


Work 

(NA, NA) 

NA(?\IA) 

NA(NA) 


Vehicles 

(NA, NA) 

0.22(0.8590) 

0 .00(1.0000) 


Other places 

(-0.47,0.41) 

-0.04(0,8798) 

0.38(0.0939) 


Away from home combined 

(-0.43,0.40) 

-0.02(0.9269) 

0 .22(0 J188) 

Nicotine (nmol/mg Creatinine) Noil-Weighted 

Spouse at home 

(NA, NA) 

-1.000-1A) 

-1WXNA) 


Others at home 

(-0.88 ,0.99) 

0.51(0.4863) 

0.39(0.6111) 


At home combined 

(-0.74,0.87) 

0.19(0.7242) 

0.19(0.72)5) 


Work 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA , NA) 

-0,99(0,0965) 

-0.87(0.3333) 


Other places 

(-0.59,0.26) 

41.21(0.3836) 

-0 01(0 9562) 


Away from home combined 

(-0.55.0.25) 

-0.18(0,4047) 

0.01(0.9669) 

Weighted 

Spouse at home 

(NA, NA) 

-1.00(NA) 

-1.0O(NA) 


Others at home 

(41.88,0.99) 

0,52(0.4780) 

0.39(0.6111) 


At home combined 

(-0.87,0.74) 

-0.18(0.7289) 

0.19(0.7215) 


Work 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA . NA) 

-0.99(0.0965) 

4) 87(0.3333) 


Other places 

(-0.57,0.29) 

-0.18(0.4605) 

0,03(0.9120) 


Away from home combined 

(-0.53,028) 

4).15(05019) 

0.01(0.9670) 

* Non-Weigbied refers to the number of hours exposed to environmental tobacco smoke, l-or others at home, spoose at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes stroked. For work, vehicles, other places, and away from home combined, Weighted refers (o the number of hums ex putted to environmental tobacco smoke times the intensity(l=mtld, 2- 

=mode rate, 3-“Severc) of 

smoke. 





* Away from home combined refers to exposure from at least one of the following work, vehicles, other places. At home combined refeis to at least one of the following: spouse at home, others at home. 



c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 6 of 13) 

Timepoint Biomariter Duration of Exposure* 

Independent Variable 1 ’ 

95% Confidence Interval’ 

Pearson Correlation 
CoefficienHP-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 2 Cotfnine (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA.NA) 

•l.OOfNA) 

-l.OOlNA) 


Others at home 

(-0.25 , 1.00) 

0.94(0.0642) 

0.63(0.3675) 


At home combined 

(-038,0 95) 

0.62(0.1871) 

0.71(0.1170) 


Work 

(NA , NA) 

NAfNA) 

NA(NA) 


Vehicles 

(NA.NA) 

0 .00(1.0000) 

0 .00(1.0000) 


Other places 

(-0.59,0.33) 

-0.13(0.5877) 

0.31(0.1854) 


Away from home combined 

(-0.50,0.32) 

-0.11(0.6171) 

0.29(0.1782) 

Weighted 

Spouse at home 

(NA.NA) 

1.0O(NA) 

-l.OOfNA) 


Others at home 

(9109.1 Ofl) 

0.95(0.0467) 

0.63(03675) 


At home combined 

(-0.74.0.86) 

0.17(0.7441) 

0.71(0.1170) 


Work 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA, NA) 

0 .00(1.0000) 

0 .00(1.0000) 


Other places 

(-031 ,037) 

-0.09(0.7138) 

0.26(0.2608) 


Away from home combined 

(-0.47,0.30) 

-0.07(0.7660) 

0.22(0.3189) 

Trans-3-hydroxycotInine (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA.NA) 

-1 00(NA) 

-1.0(XNA) 


Others at home 

(0.75 , 1.00) 

0.99(0.0056) 

0.95(0.0513) 


At home combined 

(-0.21 ,0.97) 

0.73(0.1026) 

0.79(0.0592) 


Work 

(NA , NA) 

NA(NA) 

NAfNA) 


Vehicles 

(NA , NA) 

0.50(0.6667) 

0.50(0.6667) 


Other places 

(-0.05,0.71) 

0.40(0.0826) 

0.45(0.0440) 


Away from home combined 

(-0.04,0.69) 

038(0.0718) 

0.33(0.1216) 

Weighted 

Spouse at home 

(NA , NA) 

-1.00(NA) 

-l.OOfNA) 


Others at home 

(0.42,1.00) 

0.98(0.0161) 

0.95(0.0513) 


At home combined 

(-0.67,0.89) 

0.30(0.5607) 

0.79(0.0592) 


Wurk 

(NA , NA) 

NA(NA) 

NA(NA) 


Vehicles 

(NA , NA) 

0.50(0.6667) 

0.50(0.6667) 


Other places 

(0 04 ,0.76) 

0.47(0.0350) 

0.42(0.0678) 


Away from home combined 

(0.05.0.73) 

0.45(0.0293) 

0.22(03034) 

* Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 

the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity (l=mi!d, 2=moderate, 3=severe) of 


smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 7 of 13) 


Pearson Correlation Spearman rank-order 

Timepoint Biomarker _____ Duration of Exposure* Independent Variable* 95% Confidence Interval" _ Coefficient (F-value) _ Coefficient (P-value) 


Week 2 Trans-3-tiydrtwycoriiiIiie-O-glucuronide (nmol/mg Creatinine) 

Non-Wcightcd 

Spouse at home 

(NA, NA) 

NA(NA) 

NA(NA) 



Others at home 

(0.95,1.00) 

1.00(0.0009) 

0.95(0.0513) 



At home combined 

(-0.15,099) 

0 84(0.0725) 

097(0 0048) 



Work 

(NA, NA) 

NA(NAt 

NA(NA) 



Vehicles 

(NA, NA) 

0 51(0.6562) 

0.87(0.3333) 



Other places 

(-0.11 ,0.72) 

038(0.1237) 

0.23(0.3621) 



Away from home combined 

(-0.15,0.65) 

0.30(0.1839) 

0.12(0.5940) 


Weighted 

Spouse at home 

(NA, NA) 

NA(NA) 

NA(NA) 



Others at home 

(0.55.1.00) 

099(0.0115) 

0.95(0.0513) 



At home combined 

(-0.28,0.99) 

0.80(0.1031) 

0.97(0.0048) 



Work 

(NA , NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA, NA) 

0.51(0.6562) 

0.87(0,3333) 



Other places 

(-0.02,0.76) 

045(0.0579) 

0.22(0.3851) 



Away from home combined 

(-007,0.69) 

0,37(0.0999) 

0.03(0.9119) 

Nicotlne-N-glucurnnfde (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA . NA) 

1 .00(NA) 

l.OOfNA) 



Others at home 

(-0.96,096) 

0.03(0.9730) 

0.78(0.2222) 



At home combined 

(-0.81 ,0.81) 

0,00(0.9971) 

0.63(0.1828) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.61,0.30) 

-0.20(0.4285) 

0.22(0.3884) 



Away from home combined 

(-0.56,0.28) 

■0.17(0.4597) 

0.19(0.3995) 


Weighted 

Spouse at home 

(NA , NA) 

l.OOfNA) 

1.0fl(NA) 



Others at home 

(-097,0.95) 

-0.13(0.8749) 

0.78(0.2222) 



At home combined 

(-0.B2,0.80) 

-0.03(0.9523) 

0.63(0.1828) 



Work 

(NA, NA) 

NA(NA) 

NA(NA) 



Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 



Other places 

(-0.59,0.53) 

-0.17(0.5106) 

0 20(0 4188) 



Away from home combined 

(-0.54,0.32) 

-0.13(0.5610) 

0.10(0.6706) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityf 1 =mitd, 2=moderate, 3=severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

* 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-i 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

{Page 8 of 13) 


Timepoint 

Biomarker 

Duration ofExposurc’ 

Independent Variablc h 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 2 

Cotfnine-N-glucoronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

t.0Q(NA) 

1 .00(NA) 




Other? at home 

(-0.72 . 1.00) 

0.78(0.2181) 

0.95(0.0513) 




At home combined 

(-0.51 ,0.94) 

0.52(0.2951) 

0.70(0.1248) 




Work 

(NA , NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA , NA) 

0.32(0.7946) 

0 .00(1.0000) 




Other places 

(-0.46,0.42) 

-0.02(0.9219) 

0.54(0.0138) 




Away from home combined 

(-0.43 ,029) 

-0.03(0.9083) 

0.44(0.0342) 



Weighted 

Spouse Rt home 

(NA ,NA) 

1 00{NA) 

1 00(NA) 




Others at home 

(-0.81 ,0.99) 

0.68(0.3219) 

0.95(0.0513) 




At home combined 

(-0.82,0.81) 

-0.02(0.9755) 

0.70(0.1248) 




Work 

(NA , NA) 

NA(NA) 

NA(NA) 




Vehicles 

(NA ,NA) 

0.32(0.7946) 

0 .00(1.0000) 




Other places 

(-0.45 ,0.43) 

-0.01(0.9666) 

0.48(0.0337) 




Away from home combined 

(-0.42,0.40) 

-0.01(0.9648) 

0,31(0.1520) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l=mild, 2=moderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14,1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 9 of 13) 


Timepoint 

Biomarker 

Duration of Exposure* 

Independent Variable 1 ’ 

95% Confidence Interval* 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 

Week 3 

Sum of Nicotine and Nicotfne metabolites {nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

1 .OO(NA) 

1 .00{NA] 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

{NA, NA) 

0.98(0,1236) 

1 .00(0.0000) 




Work 

(-0.60.0.97) 

0.60(0.2812) 

0.37(0.5418) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.28.0,83) 

0.42(0.2247) 

0.56(0.0910) 




Away from home combined 

(0.35,0.91) 

0.73(0.0019) 

0.57(0.0261) 



Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1,OOfNA) 




Others at home 

(NA , NA) 

NA(NA) 

NAfNA) 




At home combined 

(NA , NA) 

0.98(0.1296) 

0 50(0.6667) 




Work 

(-0.51 .0.98) 

0.08(0.2076) 

0.54(0.3467) 




Vehicles 

(NA , NA) 

NA(NA) 

NAfNA) 




Other places 

(-0.48,0.75) 

0.22(0.5457) 

0.53(0.1133) 




Away from home combined 

(0.55 ,0.94) 

0.83(0.0001) 

0.63(0.0111) 


Nicotine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA.NA) 

1 .OOfNA) 

1 .00(NA) 




Others at home 

(NA.NA) 

NAfNA) 

NAfNA) 




At home combined 

(NA.NA) 

0.99(0.0906) 

1 .00(0.0000) 




Work 

(-0 .90 ,0.86) 

•0.08(0.8999) 

-0.57(0.3120) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.67,0.58) 

-0.07(0.8410) 

-0.09(0.8008) 




Away from home combined 

(0.25 ,0.88) 

0.68(0.0056) 

-0.02(0.9408) 



Weighted 

Spouse at home 

(NA.NA) 

1.OOfNA) 

1.001NA) 




Others at home 

(NA ,NA) 

NA(NA) 

NAfNA) 




At home combined 

(NA , NA) 

0.99(0.0966) 

0.50(0,6667) 




WotR 

(-0.90,0.87) 

-0.07(0.9160) 

-0.47(0.4228) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.82 ,0.33) 

-0,38(0.2747) 

-0.44(0.2061) 




Away from home combined 

(0.49.0.93) 

0.80(0.0003) 

-0.05(0.8500) 


* Non-Weighted refers to the number of hours exposed to "environmental tobacco smoke. For Dihers at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobaceo smoke times the intensity{l=mild,2=moderate, 3=severe)of 
smoke 

Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

‘ 95% confidence inlerval for Ihe correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 10 of 13) 





Pearson Correlation 

Spearman rank-order 

Timepoint Biomarker Duration of Exposure* 

independent Variable 11 

95% Confidence Interval' 

Coefficient (P-value) 

Coefficient (P-value) 

Week 3 Ccitinine (nraol/mg Creatinine) Nan-Weighted 

Spouse at home 

(NA, NA) 

1 .00(NA) 

1.00(NA) 


Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 


At home combined 

(NA „ NA) 

0.97(0.1485) 

1 .00(0.0000) 


Wotk 

(-0.90.0.87) 

-0.06(0.9197) 

-0.29(0.6366) 


Vehicles 

(NA. NA) 

NA7NA) 

NACNA) 


Other places 

(-0.47,075) 

0,22(0.5343) 

0.25(0.4824) 


Away from home combined 

(0.18,0.87) 

0.64(0.0109) 

0.29(0.2874) 

Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

1 .00{NA) 


Others at home 

(NA s NA) 

NA(NA) 

NA(NA) 


At home combined 

(NA .NA) 

0.97(0.1545) 

(1.50(0.6667) 


Work 

(-0.88,0.88) 

0.01(0.9874) 

-0.11(0.8626) 


Vehicles 

(NA. NA) 

NA(NA) 

NA(NA) 


Other places 

(-0.57.0.68) 

0.09(0.8062) 

0.30(0.3960) 


Away from home combined 

(0.41,0.92) 

0.76(0.0009) 

0.38(0.1661) 

Trans-3-hydroxycolltiinc (nmol/mg Creatinine) Non-Weighted 

Spouse at home 

(NA, NA) 

l.OOfNA) 

l.00(NA) 


Others at home 

(NA. NA) 

NACNA) 

NA(NA) 


At home combined 

(NA, NA) 

0.95(0.2051) 

1 .00(0.0000) 


Work 

(-0.50,0.98) 

0.68(0.2036) 

0.21(0.7406) 


Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 


Other places 

(-0.19,0.86) 

050(0 1392) 

0.61(0.0598) 


Away from home combined 

(0.36,0.91) 

0.74(0.0017) 

0.62(0,0140) 

Weighted 

Spouse at home 

(NA , NA) 

].00(NA) 

l.OOfNA) 


Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 


At home combined 

(NA, NA) 

0.95(0.2111) 

0.50(0.6667) 


Work 

(-0.50,0.98) 

0.68(0.2030) 

0.32(0.6042) 


Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 


Other places 

(-0.41,0.78) 

0.30(0.3982) 

0.44(0.2036) 


Away from home combined 

(0.58.0.95) 

0.84(0.0001) 

0.62(0.0145) 

Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l=mild, 2=moderate, 3-severe) of 

smoke. 





1 Away from home combined refers to exposure from at least oik of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 



' 95% confidence interval for the correlation coefficient. 


Final Draft; 22 October 2003 


Pago 373 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438343 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 11 of ] 3) 


Timepoint 

Biomarker 

Duration of Exposure - 

Independent Variable* 

95% Confidence Interval* 

Pearson Correlation 

Coe itic ient f P-v al ue) 

Spearman rank-order 
Coefficient (P-value) 

Week 3 

TrAiw-3-hydroxycotlrtlne-O-glucuronide (nmol/nig Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.00(NA) 

I.00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA . NA) 

0.99(0.104S) 

1 .00(0.0000) 




Work 

(0.62,1.00) 

0.99(0.0094) 

0.80(0.2000) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(0.28,0.95) 

0.79(0.0105) 

0.89(0.0015) 




Away from home combined 

(0.38,0.93) 

0.77(0.0021) 

0.93(0.0000) 



Weighted 

Spouse at home 

(NA, NA) 

l.00(NA) 

1.00(NA) 




Othen; at home 

(NA . NA) 

NAfNA) 

NAINA) 




At home combined 

(NA. NA1 

0.98(0.1108) 

0.50(0.6667) 




Work 

(0.17,1.00) 

0.97(0.0279) 

0.63(0.3675) 




Vehicles 

(NA, NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.38.0.83) 

0.38(0.3097) 

0.50(0.1747) 




Away from home combined 

(0.42,0.93) 

0.79(0.0014) 

0.81(0.0009) 


Nicoline-N-glucuronide (iimol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

l.OOfNA) 

1 00(NA) 




Others at home 

(NA, NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA, NA) 

0.99(0.0670) 

0.50(0.6667) 




Work 

(-0.95,0.73) 

-0.42(0.4794) 

-0.34(0.5707) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.17,0.86) 

0.52(0.1274) 

0.52(0.1232) 




Away from home combined 

(0.05.0.83) 

0.55(0.0342) 

0.24(0.3834) 



Weighted 

Spouse at home 

(NA. NA) 

i.00(NA) 

1 .00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NAfNA) 




At home combined 

(NA , NA) 

1.00(0.0610) 

1 .00(0.0000) 




Work 

(-0.94,0.79) 

-0.31(0.6119) 

-0,18(0.7761) 




Vehicles 

(NA, NA) 

NA(NA) 

NAfNA) 




Other places 

(-0.08,0.89) 

0.58(0.0807) 

0.56(0.0945) 




Away from home combined 

(0.35,0.90) 

0.73(0.0020) 

0.28(0.3122) 


a Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity (l=mild, 2= inode rate, d^severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse al home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14 1.4 2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page 12 of 13) 


Timepoint 

Biomarker 

Duration of Exposure* 

Independent Variable 1 ’ 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Week 3 

Cotinine^N-glucurumde (nmol/mg Creillntnc) 

Ncm-Weighied 

Spouse at home 

(NA.NA) 

1.0U(NA) 

1.00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA , NA) 

0.93(0.2384) 

0.50(06667) 




Work 

(-0.38,0.98) 

0.75(0.1403) 

062(02590) 




Vehicles 

(NA.NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.36,0.80) 

0.35(0.3161) 

056(00905) 




Away from home combined 

(0.18 ,0.87) 

0.64(0.0109) 

0.60(00180) 



Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

l.00(NA) 




Others at home 

(NA , NA) 

NA(NA) 

NA(NA) 




At home combined 

(NA , NA) 

093(0.2324) 

1.00(0.0000) 




Work 

(-0,22 ,0.99) 

0.82(0.0877) 

0.74(0.1546) 




Vehicles 

(NA , NA) 

NA(NA) 

NA(NA) 




Other places 

(-0.58,0.68) 

0.08(0.82781 

0.44(0.2036) 




Away from home combined 

(0.14,0.85) 

0.61(0.0158) 

0.60(0.0173) 


* Nan-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(l=mild. 2=modetate, 3=severe)of 
smoke. 

h Away iromhome combined refers to exposure from at least one of (he following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home 
" 9534 confidence interval for the correlation coefficient. 
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Table 14.1.4.2-5 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Day Period Before Sample Collection 

(Page HoflS) 


Ttmepoint 

Biomarker 

Duration of Exposure* 

Independent Variable* 

95% Confidence Interval 4 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

W«X6 

4-A nit no hi phenyl-lib adduct (pg/g hemogfohfn) 

Non-Weighted 

Spouse at home 

(NA ,NA) 

-l.OtXNA) 

-I.006NA) 




Others at home 

(NA , NA) 

NA(NA) 

NAINA) 




At home combined 

(NA , NA) 

-0.18(0.8837) 

0.50(0.6667) 




Work 

(NA , NA) 

0.82(0.3900) 

1 .00(0.0000) 




Vehicles 

(NA , NA) 

0.55(0.6263) 

0.50(0.6667) 




Other places 

(-0.62,0.25) 

-0.23(0.3532) 

-0.23(0.3464) 




Away from home combined 

(-0.52,0.34} 

-0.11(0.6312) 

-0.17(0.4542) 



Weighted 

Spouse at home 

(NA , NA) 

-1.00(NA) 

-1.00(NA) 




Others at home 

(NA .NA) 

NA(NA) 

NAfNA) 




At home combined 

(NA , NA) 

-0.22(0.8618) 

0.50(0.6667) 




Work 

(NA . NA) 

0.52(0.6555) 

0.50(0.6667) 




Vehicles 

(NA , NA) 

0.80(0.4140) 

0.50(0.6667) 




Other places 

(-0.60,0.28) 

-0.20(0.4090) 

-0.14(0.5692) 




Away from home combined 

(-0.48,0.38) 

-0.07(0.7762) 

-0.11(0.6489) 


a Non-Weighted refers to the number of hours exposed to environmental tohareo smoke For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times the intensity(!=mild, 2=moderate, 3-=severe) of 
smoke. 

b Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 

' 95% confidence interval for the correlation coefficient. 
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Table 14,1,4,2-6 

Comparison of Duration of Exposure ofNon-Smokere Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 1 of 4) 


Biomarker 

Duration of Exposure’ 

Independent Variable 6 

95% Confidence Interval 6 

Peareon Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

4-Aminnbfphenyl-Hb adduct (pg/g hemoglobin) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.OO(NA) 

l.OOfNA) 



Others at home 

(-0.83,0,64) 

-0.21(0.6464) 

0.21(0.6445) 



At home combined 

£-0.71 ,0.61) 

-0.09(0.8150) 

0-17(0.6682) 



Wort 

(41.96.0.96) 

0.02(0.9847) 

0 .00(1.0000) 



Vehicles 

(-0.94.0 98) 

0.25(0.7478) 

0.32(0.6838) 



Other places 

(-0.33,0.52) 

0.11(0.6232) 

-0.03(0.9086) 



Away from home combined 

(-0.29 .0.49) 

0.12(0.5643) 

41.04(0.8463) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.83.0.64) 

-0 22(0 6397) 

0.21(0.6445) 



At home combined 

(-0.63,0.70) 

0.06(0.8807) 

0.18(0.6368) 



Work 

(-0.96,0.96) 

-0.04(0.9624) 

0 .00(1.0000) 



Vehicles 

(-0.94,0.98) 

0.22(0.7781) 

0 .00(1.0000) 



Other places 

(-0.43,0,44) 

0-01(0.9502) 

-0.04(0.853!) 



Away from home combined 

(-0.33,0.46) 

0.07(0.7234) 

-0.08(0.7086) 

Sum of Nicotine and Nicotine metabolites (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.63,0.84) 

0.24(0.6093) 

0.21(0.6445) 



At home combined 

(-0.35.0,84) 

0,41(0,2708) 

0.45(0.2242) 



Work 

(-1.00,0.62) 

-0.84(0.1560) 

-0.80(0.2000) 



vehicles 

(-0.80,0.99) 

0.70(0.3042} 

0.32(0.6838) 



Other places 

(-0.09,0.68) 

0.35(0.1146) 

0.35(0.1230) 



Away from home combined 

(-0.31,0.47) 

0.10(0.6495) 

0.04(0.8403) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.OOfNA) 



Others at home 

(-0.53,0.88) 

0.37(0.4161) 

0.21(0.6445) 



At home combined 

(-0.31 ,0.85) 

0.45(0.2267) 

0.50(0.1705) 



Work 

(-1.00,0.72) 

-0.78(0.2162) 

-0.80(0.2000) 



Vehicles 

(-0.79,0.99) 

0.72(0.2848) 

0.40(0.6000) 



Other places 

(-0.06,0.70) 

0.38(0.0906) 

0.25(0.2823) 



Away from home combined 

(-0.33,0.45) 

0.07(0.7380) 

-0.01(0.9576) 


* Non-Weighted refers to the number of hours exposed lo environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityf 1 =mi!d, 2=moderate, 3=severe) of 
smoke. 

h Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of tire following: spouse at home, others at home. 
c 75% confidence interval for the correlation coefficient. 
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Table 14,1.4.2-6 

Comparison of Duration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Montli Period Before Sample Collection at Enrollment 

(Page 2 of 4) 


Biomarker 

Duration of Exposure* 

Independent Variable'' 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-valuc) 

Spearman rank-order 
Coefficient (P-value) 

Nlcntine (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA. NA) 

].00{NA) 

1.00CNA) 



Others at home 

(-0.69,0.80) 

0.13(0.7878) 

0.16(0.7259) 



At home combined 

(-0.62,0.71) 

0.08(0.8377) 

0.40(0.2817) 



Woric 

(-0.99,0.86) 

-0 58(04159) 

-0.63(0.3675) 



V chicles 

1-0.94.0.97) 

0.19(0.8088) 

-0.32(0.6838) 



Other places 

(0.02,0.74) 

0.44(0.0435) 

0.49(0.0245) 



Away from home combined 

(-0.37,0.42) 

0.03(0.8682) 

0.18(0.3994) 


Weighted 

Spouse at Some 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.61,0.85) 

0.26(0.5707) 

0.16(0.7259) 



At home combined 

(-0-63,0.70) 

0.06(0.8707) 

0.45(0.2198) 



Work 

(-0.99.0.78) 

-0.72(0.2825) 

-0.63(0.3675) 



Vehicles 

(-0.94,0.98) 

0.22(0.7780) 

-0.20(0.8000) 



Other places 

(0.26,0.83) 

0.62(0,0028) 

0.31(0.1673) 



Away from home combined 

(-0.36,0.43) 

0.04(0.846!) 

0.13(0.5397) 

Cotin inc (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

l.00(NA) 

1.00(NA) 



Others at home 

(-0.63,0.84) 

0.23(0.6204) 

0.16(0.7259) 



At home combined 

(-0.50,0.78) 

0.24(0.5301) 

0.40(0.2817) 



Work 

(-1.00,-0.74) 

-0.99(0.0060) 

-1.00(0.0000) 



Vehicles 

(-0,92,0.98) 

0.33(0.6715) 

-0.32(0.6838) 



Other places 

(-0.13,0.66) 

0.32(0.1517) 

0.38(0.0871) 



Away from home combined 

(-0.41,0.38) 

-0.02(0,9182) 

0.00(0.9907) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.54,0.88) 

0.36(0.4253) 

0.16(0.7259) 



At home combined 

(-0.53,0.77) 

0.21(0.5913) 

0.45(0.2198) 



Work 

(-1.00,-0.44) 

-0.98(0.0153) 

-1.00(0.0000) 



Vehicles 

(-0.92,0.98) 

0.36(0.6405) 

-0.20(0.8000) 



Other places 

(-0.02,0.72) 

0.41(0.0623) 

0.25(0.2732) 



Away from home combined 

(-0.42,0.37) 

-0.03(0.8803) 

-0.02(0.9094) 


« Non-Weighted refers to the number of hours exposedto environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the intensityf I-mild, 2-moderate. 3=severe) of 
smoke. 

” Away from home combined refen to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at borne, others at home. 

‘ 95% confidence interval for the correlation coefficient. 
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Table 1414.2-6 

Comparison of Duramen of Exposure of Non-Smokere Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 3 of 4) 



Duration of Exposure* 

Independent Variable 6 

95% Confidence Interval' 

Pearson Correlation 
Coefficient (P-vatue) 

Spearman rank-order 
Coefficient (P-value) 

Trans-3-hydroxycotlnlne (nmol/mg Creatinine) 

Non-Weigh ted 

Spouse at home 

(NA, NA) 

1.0O(NA) 

I.OO(NA) 



Others at home 

(-0.26.0.93) 

061(0 1431) 

0.45(0.3104) 



At home combined 

(0.21.0.95) 

0.77(00(61) 

0.67(0.0486) 



Work 

(-1.00,0.64) 

-0.83(0.1680) 

-0.80(0-2000) 



Vehicles 

(-0.84.0.99) 

0.62(03766) 

0.33(0.6667) 



Other places 

(-0.26,0.58) 

0.19(0.4020) 

0.20(0.3908) 



Away from home combined 

(-0.33,0.46) 

0.08(0.7059) 

-0.06(0.7915) 


Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1 DOfNA) 



Others at home 

(40.09,0.951 

0.71(0.0743) 

0.45(0.3104) 



At home combined 

(0.08,0.93) 

0.71(0.0332) 

0.69(0.0412) 



Work 

(-0.99,0.76) 

-0.75(0.2504) 

-0.80(0.2000) 



Vehicles 

(-0.83,0.99) 

0.64(0.3555) 

0.32(0.6838) 



Other places 

(-0.32,0.54) 

0.13(0.5607) 

0.11(0.6399) 



Away from home combined 

(-0.35,0.44) 

0.05(0.7990) 

-0.10(0.6332) 

Trans-3-hydroxycotinine-O'glucuronide (nmol/mg Creatinine) 

Noti-Weighted 

Spouse at home 

(NA . NA) 

1.00(NA) 

1.00(NA) 



Others at home 

(-0.81,0 68) 

-0.15(0.7546) 

0.25(0.5852) 



At home combined 

(-0.38,0.83) 

0.38(0.3094) 

0.49(0.1854) 



Work 

(-0.99,0.85) 

-0.53(0.4744) 

-0.40(0.6000) 



Vehicles 

(0.66,1.00) 

0.99(0.0080) 

0.63(0.3675) 



Other places 

(-0.31 ,0.60) 

0.18(0.4725) 

0.27(0.2871) 



Away from home combined 

(-0.25,0.57) 

0.20(0.3826) 

0.12(0.6054) 


Weighted 

Spouse at home 

(NA, NA) 

1.00(NA) 

l.OO(NA) 



Others at home 

(-0.76,0.75) 

-0.01(0.9803) 

0.25(0-5852) 



A! home combined 

(-0.08,0.91) 

0.62(0.0755) 

0.50(0.1684) 



Work 

(-0.99,0.87) 

-0.55(0.4508) 

-0.40(0.6000) 



Vehicles 

(0.57,1.00) 

0.99(0.0108) 

0-40(0.6000) 



Other places 

(-0.45,0.49) 

0.02(0.9260) 

0.19(0.4480) 



Away from home combined 

(-0.32,0.51) 

0.12(0.6006) 

0.04(0.8626) 


* Non-Weighted refers to the number of bouts exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined. Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the numberof cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times the ituensity( 1-mild, 2=moderate, 3-severe) of 
smoke. 

* Away from home combined refers to exposure from at least one of the following: work, vehicles, other places. At home combined refers to at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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Table 14.1.4.2-6 

Comparison ofDuration of Exposure of Non-Smokers Exposed to Environmental Tobacco Smoke by Source of Exposure Within 3-Month Period Before Sample Collection at Enrollment 

(Page 4of 4) 


Biomarker 

Duration of Exposure’ 

Independent Variable 11 

95% Confidence Interval 4 

Pearson Correlation 
Coefficient (P-value) 

Spearman rank-order 
Coefficient (P-value) 

Nfcotlne-N-glucuronide (nmol/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA, NA) 

I.00(NA) 

1.00(NA) 



Others at home 

(-0.86,0.75) 

-0.15(0.7754) 

0.12(0.8268) 



At home combined 

(-0.62,0.77) 

0.15(0.7204) 

0.15(0.7294) 



Work 

(-0.90,0.84) 

-0.62(0.3785) 

-0.63(0,3675) 



Vehicles 

(NA. NA) 

0.97(03544) 

0.87(0.3333) 



Other places 

(-0.26,0.58) 

0.19(0.4266) 

0.20(0.3960) 



Away from home combined 

(-0.35,0.47) 

0.08(0.7303) 

03 2(0.5948) 


Weighted 

Spouse at home 

(NA . NA) 

) 00(NA) 

1.00(NA) 



Others at home 

(-0.77,0.85) 

0.12(0.8200) 

03 2(0.8268) 



At home combined 

(-0.40,0.84) 

0.33(0.4194) 

0.29(0.4816) 



Work 

(-0.99.0.84) 

-0.64(0.3628) 

-0.63(0.3675) 



Vehicles 

(NA, NA) 

0.96(0 1752) 

0.50(0.6667) 



Other places 

(-0.27.0.59) 

0.20(0.3989) 

0.25(0.2946) 



Away from home combined 

(-0.38,0.44) 

0.04(0.8583) 

0.13(0.5518) 

Cotin{«e-N-gI neuron Ide (nmnl/mg Creatinine) 

Non-Weighted 

Spouse at home 

(NA , NA) 

1.00(NA) 

1.0O(NA) 



Others at home 

(-0.79,0.72) 

-0.08(0.8631) 

0.36(0.4271) 



At home combined 

(-0.48,0.79) 

0,27(0.48901 

0.45(0.2220) 



Work 

(-0.99,0.74) 

-0.76(0.2378) 

-0.40(0.6000) 



Vehicles 

(-0.30,1.00) 

0.93(0.0704) 

0.32(0.6838) 



Other places 

(-0.25,0.58) 

0.20(0.3882) 

0.28(0.2151) 



Away from home combined 

(-0.32,0.46) 

0.09(0,6858) 

0.10(0.6317) 


Weighted 

Spouse at home 

(NA , NA) 

1 00 (NA) 

I,00(NA) 



Others at home 

(-0.74,0.77) 

0.04(0.9349) 

0.36(0.427]) 



At home combined 

(-0.24,0.88) 

0.50(0.1670) 

0.52(0.1524) 



Work 

(-0.99,0.82) 

-0.66(0.3402) 

-0.40(0.6000) 



Vehicles 

(-0.25,1.00) 

0.94(0.0638) 

0,211(0.8000) 



Other places 

(-0.37,0.49) 

0.07(0.7519) 

0.24(0.2918) 



Away from home combined 

(0.36,0.43) 

0.04(0.8602) 

0-07(0.7429) 


' Non-Weighted refers to the number of hours exposed to environmental tobacco smoke. For others at home, spouse at home, and at home combined, Weighted refers to the number of hours exposed to environmental tobacco smoke times 
the number of cigarettes smoked. For work, vehicles, other places, and away from home combined, weighted refers to the number of hours exposed to environmental tobacco smoke times lheinlensity(l-mild, 2=moderate, 3-severe) of 
smoke. 

b Away from home combined refera to exposure Horn at least one ofthe following: work, vehicles, other places. At home combined refers io at least one of the following: spouse at home, others at home. 
c 95% confidence interval for the correlation coefficient. 
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14.2 Statistical Comparison of Biomarkers of Exposure 

14.2.1 Overall Comparison Between Smokers and Non-Smokers 
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Table 142.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 1 of 14) 


Biomartcer: Acetonitrile ((n#mL)/2) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smoke ra 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

313.81.219.47 

178.65. 97.51 



SD.SE 

322.285, 45.578 

287.366, 35.643 



MEDIAN 

201.20 

90.66 



MIN, MAX 

51.48, 1500.00 

30.00, 1500.00 



5%, 95% 

75.16,1089.74 

30.00,812.94 


# of BLQ/ALQ Values 

1/1 

16/1 


Week 2 

N 

48 

65 

0.0002 

MEAN, GEO MEAN 

357.78,245.18 

179.27,115.61 



SD.SE 

332.195,47.948 

176.528,21.896 



MEDIAN 

247.22 

104.08 



MIN, MAX 

30.00. 1500.00 

30.00.756.74 



5%, 95% 

54.06, 1002.96 

30.00, 610.62 


# of BLQ/ALQ Values 

m 

12/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

544.89, 343.31 

206.46. 133.78 



SD,S£ 

576.013, 84.929 

219.008, 27.165 



MEDIAN 

311.35 

126.23 



MIN. MAX 

46.59, 2000.00 

30.00, 1168.91 



5%, 95% 

76.49, 2000.00 

30 00,619 94 


# of BLQ/ALQ Values 

0/5 

10/0 


Week 6 

N 

42 

65 

0.0004 

MEAN, GEO MEAN 

439.65, 287.66 

224.64, 133.92 



SD, SE 

421.896,65.100 

232.664. 28.858 



MEDIAN 

284.89 

119.94 



MIN, MAX 

31.68, 1500 00 

30 00. 947.36 



5%, 95% 

97.44, 1406.38 

30.00,670.92 


It of BLQ/ALQ Values 

0/1 

13/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

409.36, 326.55 

197.2G, 159.57 



SD, SE 

270.039,38.189 

135.413, 16.796 



MEDIAN 

352.45 

156.31 



MIN. MAX 

82.80, 1084.24 

30.00, 701.92 



5%, 95% 

86.83,1006 07 

44.47,452.36 



" P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 14) 


Biomarker; Acetonitrile ((nmol/LV'2) Analytical Lab: Madison 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week l 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

7650.8,5350.7 

4355.5, 2377.2 



SD.SE 

7857.31, 1111.19 

7005.98,868.99 



MEDIAN 

4905.3 

2210.3 



MIN, MAX 

1255.1,3657D.O 

731.4, 36570.0 



5%, 95% 

1832.4, 26567.9 

731.4, 19819.5 


a of BLQ/ALQ Values 

1/1 

16/1 


Week? 

N 

48 

65 

nonn? 

MEAN, GEO MEAN 

8722.7, 5977.6 

4370.5,2818.5 



SD.SE 

8098.92,1168.98 

4303.74, 533.81 



MEDIAN 

6027.1 

2537.5 



MIN, MAX 

731.4, 36570.0 

731.4, 18449.3 



5%, 45% 

1318.0,24452.2 

731.4, 14886.9 


tt of BLQ/ALQ Values 

1/2 

12/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

13284 4, 8369.8 

5033.4,3261.6 



SD.SE 

14043.21,2070.56 

5339.41,662.27 



MEDIAN 

7590.7 

3077.5 



MTN, MAX 

1 135.9, 48760.0 

731.4, 28498.0 



5%, 95% 

1864.8, 48760.0 

731.4, 15114.1 


U of BLQ/ALQ Values 

0/5 

10/0 


Week 6 

N 

42 

65 

0.0004 

MEAN, GEO MEAN 

10718.6, 7013.0 

5476.8, 3265.0 



SD, SE 

10285.83, 1587.14 

5672.36, 703.57 



MEDIAN 

6945.6 

2924.1 



MIN, MAX 

772.4.36570.0 

731.4,23096.6 



5%, 95% 

2375.6, 34287.5 

731.4, 15357.0 


# of BLQ/ALQ Values 

0/1 

13/0 


Overall’ 

N 

50 

65 

<■0001 

MEAN, GEO MEAN 

9980.1,796 U 

4809.1,3890.3 



SD, SE 

6583.55,931.05 

3301.38,409.49 



MEDIAN 

8592.6 

3810.7 



MIN. MAX 

2018.6, 26433.8 

731.4,17112.8 



5%. 95% 

2116.9, 24527.9 

1084.1. 11028.6 



0 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tire BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-t 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of 14) 


Biomatker Acetonitrile (((nfi/mLV ciR arette per day>'2) Analytical Lab: Madison _ 

Timepoint Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Week 6 


Overall* 


N 

50 

MEAN, C5F.0 MEAN 

24.91, 16.86 

SO. SF. 

25.207,3.565 

MEDIAN 

14.34 

MIN, MAX 

3.39,116.91 

5%, 95% 

5.47,84.16 

U of BI.Q/ALQ Values 

I/I 

N 

48 

MEAN, GEO MEAN 

32.28. 19.21 

SD, SE 

42.578,6.146 

MEDIAN 

15.81 

MIN, MAX 

3.93,203.14 

5%, 95% 

5.98,150.00 

U of BLQ/ALQ Values 

1/2 

N 

46 

MEAN, GEO MEAN 

56.90,27.36 

SD, SE 

81.200, 11.972 

MEDIAN 

21.09 

MIN, MAX 

4.25,333.33 

5%, 95% 

7.09,250.00 

# of BLO/ALO Values 

0/5 

N 

42 

MEAN, GEO MEAN 

47.33,21.54 

SD, SE 

108.798. 16.788 

MEDIAN 

18.74 

MIN, MAX 

3.17, 703.19 

5%, 95% 

5.17,127.61 

# of BLQ/ALQ Values 

0/1 

N 

50 

MEAN, GEO MEAN 

39.94,26.59 

SD, SE 

45.691, 6.462 

MEDIAN 

28.87 

MIN, MAX 

4.35,264.63 

5%, 95% 

7.46,129.96 


NA 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value front Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to rite limit 
of the quantification (e.g., ’<1.234'will be used as '1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 14) 


Biomarker: Acetonitrile (((nmol/Lycigarette perdayV2) _ Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

59 


MEAN. GEO MEAN 

607.2.411.0 


SD.SE 

614.52,86.91 


MEDIAN 

.149.5 


MIN, MAX 

82.7, 2850.2 


5%, 93% 

133.3,2051.9 


It of BLQ/ALQ Values 

1/1 

Week 2 

N 

48 


MEAN, GEO MEAN 

787.0,468.2 


SD.SE 

1038.05,149.83 


MEDIAN 

385.4 


MIN. MAX 

95.9,5001.3 


5%, 95% 

145.7,3657.0 


# of BLQ/ALQ Values 

1/2 

Week 3 

N 

46 


MEAN, GEO MEAN 

1387.2, 667.2 


SD.SE 

1979.68,291.89 


MEDIAN 

514.0 


MIN, MAX 

103.6, 8126.7 


5%, 95% 

172.7,6095.0 


tt or BLO/ALQ Values 

0/5 

Week 6 

N 

42 


MEAN, GEO MEAN 

1153.9, 525.1 


SD.SE 

2652.49, 409.29 


MEDIAN 

456.7 


MIN, MAX 

77.2, 17143.8 


5%, 95% 

126.1,3111.1 


M of BLQ/ALQ Values 

0/1 

Overall' 

N 

50 


MEAN, GEO MEAN 

973.7,648.3 


SD.SE 

1113.95, 157.54 


MEDIAN 

703.7 


MIN, MAX 

106.1,6451.6 


5%, 95% 

181.7,3168.4 


NOTE: Values 1 isced were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. Vri .234’ will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438355 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Binmarken; of Exposure by Timepoint and Overall 

(Page 5 of 14) 


Biomarker: 3-Amlnobiphenyl-Hb adduct (pfi/g hemoglobin) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

3.80,2.70 

0.59.0.54 



SD, SE 

3.377,0.482 

0.511,0.063 



MEDIAN 

2.58 

0.50 



MIN, MAX 

0.50,15.03 

0.50,4.59 



5%, 95% 

0.87,10.43 

0.50,0.77 


# of BLQ/ALQ Values 

2/0 

53/0 


WccV 6 

N 

42 

65 

<.0001 

MEAN, GEO MEAN 

5.36, 2.93 

0.59,0.55 



SD. SE 

9.783, 1.510 

0.336,0.042 



MEDIAN 

3.11 

0.50 



MIN, MAX 

0.50,6334 

0.50,2.46 



5%, 95% 

0.50,12.65 

0.50,1.35 


# of BLQ/ALQ Values 

3/0 

59/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

4.39.2.89 

0.59,0.56 



SD, SE 

5.147, 0,728 

0.303,0.038 



MEDIAN 

2.79 

0.50 



MIN, MAX 

0.50,32.18 

0.50,2.55 



5%, 95% 

0.81.13.14 

0.50.1.00 



" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating Ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., vci,234’wil| be used as ’1.234’) for (he averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438356 


i 


i 



RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2,1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biontarkers of Exposure by Timepoint and Overall 

(■page 6 of 14) 

Biomaiker: 3-Aminobiphenyl-Hb adduct ((pg'£ hemoglobinyc.igarette per day] _ Analytical Lab: Harrogate 

Timepoint _ Statistic _ Smokers _ Non-Smokers _p-value* 


Week 1 N 49 

MEAN, GEO MEAN 027.0.21 

SD, SE 0.225,0.032 

MEDIAN 0.21 

MIN, MAX 0.06,1.17 

5%, 95% 0.06,0.57 

* of BLQ/ALQ Values 2/0 

Week 5 N 42 

MEAN, GEOMEAN 1.05,0.22 

SD, SE 4.858, 0.750 

MEDIAN 0.18 

MIN, MAX 0.03,31.67 

5%, 95“/= 0.05,1.05 

# of BLQ/ALQ Values 3/0 

Overall" N 50 

MEAN, GEO MEAN 0.60,0.23 

SD, SE 2.242,0.317 

MEDIAN 0.22 

MIN, MAX 0.05,16.01 

5%, 95% 0.06.1.11 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234'will be used as T .234Q for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438357 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkcre of Exposure by Timcpoint and Overall 

(Page 7 of 14) 


Biomarkcr: 4-Aminoblphenyl-Hb adduct (pg/g hemoglobin) Analytical Lab. Hatr ogatc 

T/rapoint _ Statistic _ Smokers _ Non-Smokcre 


P«value° 


Week 1 


Week 6 


Overall’ 


N 

49 

65 

MEAN, CEO MEAN 

34.39,28.34 

7.28.6.51 

SD.SE 

21.781,3.112 

3.713,0.460 

MEDIAN 

28.94 

6.55 

MIN, MAX 

5.35,100.50 

2.49,23.25 

5%. 95% 

8.56, 87.23 

3.12,13.59 

# of BLQ/ALQ Values 

0/0 

0/0 

N 

42 

65 

MEAN, GEO MEAN 

59.01,37.81 

8.81,7.96 

SD, SB 

120.309,18.564 

4.559,0.566 

MEDIAN 

38.15 

7.50 

MIN, MAX 

7.27, 808.80 

4.09,27.86 

5%. 95% 

9.56, 90.32 

4.36, 16.50 

tt of BLQ/ALQ Values 

0/0 

0/0 

N 

50 

65 

MEAN, GEO MEAN 

44.31,33.14 

8.05,7.35 

SD.SE 

56.254, 7.956 

3.826, 0.475 

MEDIAN 

34.25 

7.02 

MIN. MAX 

6.31.408.68 

3.62,22.96 

5%, 95% 

11.43. 82.02 

3.88.15.04 


^.0001 


<000! 


<.0001 


1 P-value from Witcoxon rank-sum test. ” ~ ” ” 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Couni of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438358 


• I • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 8 of 14) 


Biomarker: 4-Aminohiphenyl-i lb adduct Kpfr'g hemoglobinyci g arette per day) _ Analytical Lab: Harrogate ____ 

Tintenoinc _ Statistic ___ Smokers _ Notv-Smokcts _ P-valuc J 


Week 1 N 49 

MEAN. GEO MEAN 2.79.2.20 

SD.SE 2.710,0.387 

MEDIAN 2.17 

MIN, MAX 0.59,18 14 

5%, 95% 0.90,6.43 

# of BLQ/ALQ Values 0/0 

Week 6 N 42 

MEAN,GEO MEAN 12.99,2.83 

SD.SE 62.106.9.583 

MEDIAN 2.38 

MIN, MAX 0.95,404.40 

5%, 95% 1.29,8.15 

#of BLQ/ALQ Values 0/0 

Overall’ N 50 

MEAN, GEO MEAN 7.07, 2.62 

SD.SE 28.615,4.047 

MEDIAN 2.19 

MIN, MAX 0.90, 203.63 

5%. 95% 1.16.8.27 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

* P-vaiue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of tile quantification (e.g., .234* will be used as T .234 j for the averages across visits within a subject thus eliminating ail BLQ/ALQ values forthe overall statistics. 
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PM3006438359 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-1 

Statistical Comparison Between Smokers and Nnn-Smnkcrs of Blood and/or Plasma Biomarkere of Exposure by Timepoint and Overall 

(Page 9 of 14) 


Biomarker: Cartmxybcmoglobln (% wturation) Analytical Lab: CCLS 


Timepoint 

Statistic. 

Smokers 

Non-Smokers 

P-value* 

Week J 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4.4.3.3 

0.4,0.4 



SD,SE 

3.14,0.44 

0.17,0.02 



MEDIAN 

4.0 

0.3 



MIN. MAX 

0.3, 14.8 

0.3,1.0 



5%, 95% 

0.9, I1.3 

0.3,0.7 


f of BLQ/ALQ Values 

1/0 

39/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

4.0, 2.8 

0.4,0.3 



SD, SE 

3.01,0.43 

0.16,0.02 



MEDIAN 

3.4 

0.3 



MTN, MAX 

0.3,13.3 

0.3, 1.1 



5%, 95% 

0.3,9.8 

0.3,0.8 


#ofRr.Q/Af.Q Values 

.3/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

4.7,36 

0.5,04 



SD, SE 

3.03,0.45 

0.50,0.06 



MEDIAN 

4.0 

0.3 



MIN, MAX 

0.3, 11.3 

03,2.8 



5%. 95% 

0.7.10.4 

0.3.1,6 


# of BLQ/ALQ Values 

1/0 

38/0 


Week 6 

N 

41 

65 

<.0001 

MEAN, GEO MEAN 

4.7,3.5 

0.4,0.4 



SD, SE 

2.96,0.46 

0,20,0.03 



MEDIAN 

4.1 

0.3 



MIN. MAX 

0.3.13,9 

0.3.1,3 



5%, 95% 

0.4,92 

0.3,08 


# of BLQ/ALQ Values 

2/0 

34/0 


Overall* 

N 

50 

65 

<■0001 

MEAN, GEO MEAN 

4,4,3.3 

0.4,0.4 



SD, SE 

2.90,0.41 

0.19,0 02 



MEDIAN 

4.0 

0,4 



MIN, MAX 

0.3.12.2 

0.3,13 



5%. 95% 

0.7,9.8 

0.3,0.8 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg , kj .234’ will be used as ’I 214") for the averages across visits within a subject tbps eliminating all Bl.Q/AljQ values for the overall statistics. 
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PM3006438360 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-1 

Statistical Cnmpjrison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page I Oof 14) 


Biomarker: Carboxyhemoglobin (|% saturationVcicarette per day) _ Analytical Lab: CCL5 _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _P value' 1 


Week I N 50 

MEAN, GEO MEAN 03,03 

SD, SE 0.42,0.06 

MEDIAN 0.2 

MIN, MAX 0.I.3.0 

5%, 95% 0.1,0.8 

# of BLQ/ALQ Values 1/0 

Week 2 N 49 

MEAN, GEO MEAN 03, NA 

SD, SE 0.60,0.09 

MEDIAN 0.2 

MIN, MAX 0.0, 43 

5%, 95% 0.1,0.5 

ftnfBLQ/ALQ Values 3/0 

Week 3 N 46 

MEAN, GEO MEAN 0.4,03 

SD, SE 0.35,0.05 

MEDIAN 03 

MIN, MAX 0.1,23 

5%. 95% 0.1.0.9 

# of BLQ/ALQ Values 1/0 

Week 6 N 41 

MEAN, GEO MEAN 0.5.03 

SD, SB 1.07,0.17 

MEDIAN 03 

MIN. MAX 0.1,7.0 

5%, 95% 0.1,0.7 

# of BLQ/ALQ Values 2/0 

Overall' N 30 

MEAN, GEO MEAN 0.4, 0.3 

SD, SE 0.58, 0.08 

MEDIAN 03 

MIN,MAX 0.1,4.2 

5%, 95% 0.1,0.7 


NA 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalised by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

4 P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<! .234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438361 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table M.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page II of 14) 


Biomaricer: 3-Aminobiphenyl-Hb adduct (vein hemoglobin) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

3 

8 

0.6831 

MEAN, GEO MEAN 

0.70,0.70 

1,44,0.93 



SD, SE 

0.000, 0.000 

2.082.0.736 



MEDIAN 

0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70, 6.59 



5%, 95% 

0.70,0.70 

0.70, 6.59 


# of BLQ/ALQ Values 

3/0 

7/0 


Week 6 

N 

3 

8 

1.0000 

MEAN, GEO MEAN 

0.70,0.70 

0.70,0.70 



SD, SE 

0.000.0.000 

0.000, 0.000 



MEDIAN 

0.70 

0.70 



MIN, MAX 

0.70.0.70 

0.70,0.70 



5%, 95% 

0.70,0.70 

0.70,0.70 


# of BLQ/ALQ Values 

3/0 

8/0 


Overall' 

N 

5 

8 

0.5271 

MEAN, GEO MEAN 

0.70,0.70 

1.07,0.86 



SD, SE 

0.000,0.000 

1.043,0.369 



MEDIAN 

0.70 

0.70 



MIN, MAX 

0.70, 0.70 

0.70, .1.65 



5%, 95% 

0.70,0.70 

0.70,3.65 



‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl .234'will be used as '1.234) fur the averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics. 


I 
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PM3006438362 


Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 12 of 14) 


Biumarker: 3-Amiiiobipljeuyl-Hti adduci (fug/g henwglobinV'cijyiieUC per day) 

Anatytica! Lab. 1NB1FO 



Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

It of BLQ/ALQ Values 

3 

0.07,0.07 
0.042, 0.024 
0.00 

0.04,0.12 

0.04,0,12 

3/0 



NA 

Week 6 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

3 

0.10,0.08 
0.074,0.043 
0.07 

0.04,0.18 

0.04,0.18 

3/0 



NA 

Overall* 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

5 

0.08, 0.07 
0.059,0.026 
0.06 

0.04.0.18 

0.04,0.18 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438363 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokens of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 13 of 14) 

Biomarker: 4-Aminobtphenyl-Hb adduct (pg/g hemoglobin) Analytical Lab: 1NB1FO _ 

Timepoint _ Statistic _ Smoke re _ Non-Smokers __ P-value* 


Week 1 

N 

7 

8 

0.0015 


MEAN, GEO MEAN 

33.31,31,47 

10.42. 9.82 



SD, SE 

13.624,5 ISO 

4.045,1.430 



MEDIAN 

29.87 

9.68 



MIN, MAX 

19.77, 62.63 

6.74,18.3? 



5%, 95% 

19.77, 62.63 

6.74,18.39 



S of BLQ/ALQ Values 

0/D 

0/0 


Week 6 

N 

7 

8 

0.0032 


MEAN, GEO MEAN 

32.57,28.28 

11.30, 10.58 



SD, SE 

21.523,8.135 

4.479, 1.584 



MEDIAN 

27.83 

9.93 



MIN. MAX 

16.85, 78.25 

6.90, 19.24 



5%, 95% 

16.85, 78.25 

6.90,19.24 



# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

8 

8 

0.0009 


MEAN, GEO MEAN 

32.48,30.80 

10.86,10.35 



SD, SE 

11.676,4.128 

3.648,1.290 



MEDIAN 

29.20 

9.86 



MIN, MAX 

18.31,54.06 

6.99, 16.69 



5%. 95% 

18.31.54.06 

6.99,16.69 



P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438364 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of Blood and/or Plasma Biomarkers of Exposure by Timcpoint and Overall 

(Page Hof 14) 

Biomarker: 4-Amin obi phenyl-lib adduct ((pg/g hcnx>globin)/cigarette per day) Analytical Lab: INBIFO ______________________ 

Timepoint Statistic _ Smokers _ N on-Smoke re ___ P-value* 


Week 1 


Week 6 


Overall’ 


MEAN. GEO MEAN 

4.61,3.07 

SD.SE 

5.135, 1.941 

MEDIAN 

2.30 

MIN, MAX 

1.00,15.66 

5%, 95% 

1.00,15.66 

# of BLQ/ALQ Values 

(VO 

N 

7 

MEAN, GEO MEAN 

2.72, 2.20 

SD. SE 

2.048, 0.774 

MEDIAN 

2.43 

MIN, MAX 

0.89, 6.96 

5%. 95% 

0.89, 6.96 

ii of BLQ/ALQ Values 

0/0 

N 

8 

MEAN, GEO MEAN 

3.62,2.81 

SD, SE 

3.281, 1.160 

MEDIAN 

2.59 

MIN, MAX 

1.33,11.31 

5%, 95% 

1.33,11.31 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g.. ’<1.234’will be used as ’t.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438365 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smoke rs anti Non-Smokers of 24-Hour Urine Biurnarkeis ofExpusurc by Timepoint and Overall 

(Page 1 of 264) 


8jomarker._NNAL (jrg/24hr) _ Analytical_Lab; Madison _ 

Ttroetwinl _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 

N 

50 

65 

<.000i 


MEAN, GEO MEAN 

249287.700, 181853.367 

11565.751.10175.939 



SD, SE 

180186.7708,25482.2575 

6083.1888,754.5267 



MEDIAN 

224364.000 

9420.000 



MIN, MAX 

8460.000,852355.000 

3180.000,30796.800 



3%, 95% 

23940.000,649460.000 

4800.000.22800.000 



# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<.0001 


MEAN. GEO MEAN 

278384.265, 210748.456 

14031.600, 12142.720 



SD, SE 

174391.9368, 25712.6883 

9362.8824,1161.3226 



MEDIAN 

241481.000 

12000.000 



MIN, MAX 

5288.000,781704.000 

4500.000, 57240.000 



5%. 95% 

52440.000, 558700.000 

5940.000, 28440.000 



U ofBLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<0001 


MEAN. GEO MEAN 

259455.192, 199546.451 

12798.675,11568.878 



SD, SE 

160409.3654,22685.3100 

6104.9573,757.226B 



MEDIAN 

239327.000 

11190.000 



MIN, MAX 

7374 000, 589956 000 

3840.000, 32310,000 



5%, 95% 

47776.000, 584078.900 

6450.000, 24998.400 



* P-value from Wilcoxott rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the litnil 
of the quantification fe.g., 'cl .234’will be used asT.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438366 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 2 of 264) 


Biontarker: NNAL {pmol/24hr) Analytical Lab. Madison 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 

65 

<•0001 

MEAN, GEO MEAN 

1191.595, 869.259 

55.284,48.641 



sr>, SF. 

861.2928, 121 8052 

29.0777, 3.6066 



MEDIAN 

1072.460 

45.028 



MIN, MAX 

40.459,4074.257 

15.200,147.209 



5%, 95% 

114.433,3104.419 

22.944, 108.984 


# of BLQ/ALQ Values 

2/0 

ei/a 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

1330.677, 1007.378 

67.071,58.042 



SD.SE 

833.5934, 122.9066 

44.7546. 5.551 1 



MEDIAN 

1154.279 

57.360 



MIN, MAX 

30.057, 3736.545 

21.510,273.607 



5%, 95% 

250.663, 2670.586 

28.393, 135.943 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1240.196, 953.832 

61.178,55.299 



SD, SE 

766.7568, 108.4358 

29.1817,3.6195 



MEDIAN 

1143-984 

53.488 



MIN, MAX 

35.248, 2819.990 

18.355, 154.442 



5%, 95% 

228.369,2791.897 

30.831,119.493 



a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTH: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438367 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.J-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 3 of 264) 


Biomarker: NN AL (lpg/24hrVcigarette per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value 3 


Week 1 

N 

50 

NA 


MEAN, GEO MEAN 

18139.155,13969.400 



SD, SE 

15044.5776,2127.6246 



MEDIAN 

13949.909 



MIN, MAX 

2820.000, 85235.500 



5%, 95% 

5471.667,46530.000 



# of BLQ/ALQ Values 

2/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

20247.891,16799.465 



SD, SE 

12691.784J, 1871.3015 



MEDIAN 

16864.236 



MIN, MAX 

2096.000, 64500.000 



5%. 05% 

6486.000,41592.667 



H of BLQ/ALQ Values 

1/0 


Overall" 

N 

50 

NA 


MEAN, GEO MEAN 

19273.807, 15968.329 



SD, SE 

12317.2616, 1741.9238 



MEDIAN 

14798.998 



MIN. MAX 

2458.000,62355.425 



5%, 95% 

5079.000,42648.800 



NOTE: Values listed were normalized by taking the original bioniarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. T ’<1.234’ will be used as T 234 f ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438368 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 4 of 264) 


Biomarker: NNAL {{ proo1/24hrycifiareite per day) Analytical Lab: Madison _ 

Timepaint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 


MEAN, GEO MEAN 

86 705. 66.774 


SD.SE 

71.9131, 10.1701 


MEDIAN 

66.681 


MIN, MAX 

13.480. 407.425 


5%. 95% 

26.155.222.413 


# of BLQ/ALQ Values 

2/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

96.785. 80.301 


SD. SF. 

60.6667, 8.9448 


MEDIAN 

80.612 


MIN. MAX 

10.019. 308.310 


5%, 95% 

31.003, 198.813 


# of BLQ/ALQ Values 

I/O 

Overall* 

N 

50 


MEAN, GEO MEAN 

92.129,76.329 


SD, SE 

58.8765, 8.3264 


MEDIAN 

70.740 


MIN. MAX 

11.750, 298.059 


5%, 95% 

24278. 203.862 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’< 1 . 234 ' will be used as ’1.234 r ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438369 


« # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Houi Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 5 of2641 


Riomflrfcer: NNAL (Dc/mc Creatinine) 

Analytical Lab: Madison 




Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

50 

65 

<0001 

MEAN* GEO MEAN 

219.163, 150.676 

8.498.7.145 



SO, SE 

181.7279.25.7002 

5.1547,0.6394 



MEDIAN 

178.751 

7.823 



MIN, MAX 

7.958,813.359 

1.932,29.814 



5%, 95% 

13.730.612.755 

2.911.17.143 


# of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

226.894,168.981 

10.253, 8.514 



SD. SE 

159.6468,23.5386 

6.4647, 0.8019 



MEDIAN 

194.555 

9259 



MIN, MAX 

5.525, 724.324 

2.158,30.264 



5%. 95% 

47.240,547.012 

2.923,23.715 


# of BLQ/ALQ Values 

I/O 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

223.061, 162.757 

9.376,8.147 



SD, SE 

167.5167,23.6904 

4.8825,0.6056 



MEDIAN 

185.127 

8.674 



MIN, MAX 

6.742. 768.842 

2.364, 23.043 



5%, 95% 

34.373, 535.268 

3.185, 18.495 



a P-value from Wrlcoxon rank-sum test. 

* Overall values calculated by fits! averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NN AL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438370 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeix of Exposure by Timepoint and Overall 

(Page 6 of 264) 


Biomaiker: NNAL Omol/rae Creatinine) 

Analytical Lab. Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1.048.0.720 

0.041,0.034 



SD.SE 

0.8687,0.1229 

0.0247, 0.0031 



MEDIAN 

0.855 

0.037 



MTN, MAX 

0.038, 3.888 

0.009, 0.143 



5%, 93% 

0,066, 2.929 

0.014, 0.082 


# of BLQ/ALQ Values 

2/0 

6D0 


Week 3 

N 

46 

65 

<.000! 

MEAN. GEO MEAN 

1.085,0.807 

0.049, 0.041 



SD. SE 

0.7631,0.1125 

0,0308, 0.0038 



MEDIAN 

0.930 

0.044 



MIN, MAX 

0.026, 3.462 

0.0)0, 0.145 



5%, 95% 

0.226, 2.615 

0.014, 0.113 


U of BI O/ALQ Values 

1/0 

61/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1.066,0.778 

0.045,0.039 



SD, SE 

0.8008,0.1132 

0,0233. 0.0029 



MEDIAN 

0.885 

0.042 



MTN, MAX 

0.032,3.675 

0.011,0.110 



5%. 95% 

0.164, 2.559 

0.015, 0.088 



* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438371 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

iPage 7 of 264) 


Biormrker: NNAL ((pg/mg Creatinine Vcigarerte per day) 

Analytical Lab. Madison 



Tunc point 

Statistic 

Smokers 

Nun-Smokers 

P-value® 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

17.1S6, 11.574 




SD.SE 

22.5070,3.1*30 




MEDIAN 

11.512 




MIN, MAX 

2.653, 153.410 




5%, 93% 

3.199,40.830 



U 

of BI.Q/ALQ Values 

110 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

17.401,13.470 




SD, SE 

14.5069,2.1389 




MEDIAN 

12.185 




MIN, MAX 

1.842, 69.200 




5%, 95% 

4.470, 55.549 



n of BLO/ALO Values 

I/O 



Overall" 

N 

50 


NA 

MEAN, GEO MEAN 

17.523, 13.046 




SD, SE 

16.9853,2.4021 




MEDIAN 

11.915 




MIN, MAX 

2.248, 1044 80 




5%, 95% 

4.078,40.850 




NOTE: Values listed were normalized by taking the original biomarkerand dividing it by the number of cigarettes found rrt question 4 ofthe weekly survey for the corresponding week. 

* P-vatue from Wilcoxon rank-sum test. 

" Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLXjiALQ values does not apply as the BLQ/ALQ values were convened to the limit 
ofthe quantification (e.g, ’<1.234* will be used as *1.234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438372 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 8 of 264) 


Biomarker: NNAL ((pmol/mgCreatinineyrigarette perday) 
Timeppint _ Statistic _ 


Analytical Lab: Madison 


Week 3 


Overall* 


Smokers 


Non-Smokers 


P value" 


N 

50 

MEAN. GEO MEAN 

0.082. 0.055 

SD.SE 

0.1075,0.0152 

MEDIAN 

0.055 

MIN, MAX 

0.013, 0.733 

5%, 95% 

0.015, 0.195 

tl of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

0.083,0.064 

SD.SE 

0.0694,0.0102 

MEDIAN 

0.058 

MIN, MAX 

0.009,0.331 

5%. 95% 

0.021,0 266 

#of Hl.Q/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

0.084, 0.063 

SD.SE 

0.0812, 0.0115 

MEDIAN 

0.057 

MIN, MAX 

0.011.0.500 

5%, 95% 

0,020,0.195 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-va!ue from Wileoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AI.Q values does nol apply as the BLQ/ALQ values were converted tn the limit 
of the quantification (e.g., ’<1.234' will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438373 



RSR 

Protocol No. FM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1 2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 9 of 264) 


Biomarker: NNAL (pg/mL) _ Analytical Lab: Madison 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-vaJ ue“ 

Week l 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

150.0,106 4 

6.4, 6.2 



SD. SE 

107,23.15.16 

1.89.0.23 



MEDIAN 

136,4 

6.0 



MIN, MAX 

6.0,484.5 

6.0,20.3 



5%, 95% 

11.4,347.9 

6.0, 8-5 


tf of BLQ/ALQ Values 

2/0 

61/0 


Wee^3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

161,2,123,5 

7.3,6.5 



SD, SE 

109.14, 16.09 

6.31,0.78 



MEDIAN 

144.2 

6.0 



MIN, MAX 

6.0, 485.1 

6.0,42.4 



5%, 95% 

28.2,405.1 

G.O, 10.5 


it of BLQ/ALQ Values 

1/0 

61/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

153.7, 118.3 

6.9,65 



SD, SE 

101.02, 14.29 

3.26,0.40 



MEDIAN 

138.9 

6.0 



MIN, MAX 

6.0, 474.5 

6.0,24.2 



5%, 95% 

20.9, 351.6 

6.0,1}.4 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g_, ’<1.234’ will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438374 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokcre of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 10 of264) 


Biomarker: NNAL Ipmol/L) _ Analytical Lah: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers 


Week 1 

N 

50 

65 

! 

MEAN, GEO MEAN 

717.2.508 7 

30.5,29.8 


SD, SE 

512.56, 72.49 

9.01,1.12 


MEDIAN 

652.0 

28.7 


MIN, MAX 

28.7,2315.9 

28.7.97.0 


5%. 95% 

54.5.1663.0 

28.7,40.6 


ft of BLQ/ALQ Values 

2/0 

61/0 

Week 3 

N 

46 

65 

i 

MEAN, GEO MEAN 

770.5,590.3 

35.0,31.2 

! 

SD, SE 

521.68,76.92 

30.16,3.74 

i 

MEDIAN 

689.0 

28.7 


MIN, MAX 

28.7, 2318.8 

28.7,202.7 


5%. 95% 

134.8.1936.4 

28.7, 50.2 


ft of BLQ/ALQ Vslues 

1/0 

61/0 

Overall* 

N 

50 

65 


MEAN, GEO MEAN 

734.7,565.3 

32.8,31.1 


SD, S£ 

482.89, 68.29 

15.56,1.93 


MEDIAN 

6639 

28.7 


MIN, MAX 

28.7,2268.1 

28.7,115 7 


5%, 95% 

999,1680.7 

28.7,54.3 


8 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs 
of the quantification (e.g., ’<1.234’wi]lbeused as '1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


not apply as the BLQ/ALQ values were converted to the limit 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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j 

i 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

{Page 11 of 264) 


Blomarkcr: NNAL [ipc/inLVciearetteperday) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokcis ______ P-value* 


Week I N SO 

MEAN, GEO MEAN 11.0,8.2 

SD.SE 9.18,1.30 

MEDIAN 7.9 

MIN, MAX 1.4.47.0 

3%, 95% 2.0,27.8 

# of BLQ/ALQ Values 2/0 

Week 3 N 46 

MEAN, GEO MEAN 12.9,9.8 

SD.SE 10.89,1.61 

MEDIAN 10.3 

MIN, MAX 2.0,58.2 

5%, 95% 2.8,31.2 

# of BLQ/A1.Q Values 1/0 

Overall' N 50 

MEAN, GEO MEAN 12.2,9.5 

SD.SE 9.72.1,37 

MED TAN 8.9 

MIN, MAX 2.0,47.0 

5%. 95% 2.7.36.7 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, iben calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438376 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 12 of 264) 


Biomarker: NNAL ((pmol/Lycigarette per day) 

Analytical Lahi Madiswi 



Titnepoint 

Statistic 

Smoiare 

Non-Srookets 

P-vaItie m 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

52.5,39.1 




SD. SE 

43.87,6.20 




MEDIAN 

37.9 




MIN, MAX 

6.5,224.7 




5%. 95% 

9.6,132 6 



# of BLQ/ALQ Values 

2/0 



Week 3 

N 

46 


NA 

MEAN. GEO MEAN 

61.7,47.1 




SD, SE 

52.02,7.67 




MEDIAN 

49.0 




MIN. MAX 

9.6.278.0 




5%, 95% 

13.5,148.9 



tt of BLQ/ALQ Values 

1/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

58.1,45.1 




SD, SE 

46.43,6.57 




MEDIAN 

42.3 




MIN, MAX 

96,224.7 




5%, 95% 

12.7,175.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by firet averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’ will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE; The NNAL andNNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438377 



RSR 

Protocol No. PM-8450 

Covance CRN Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers uf24-Hcmr Urine Biomarkers ofExposurc by Tinx-point and Overall 

(Page 13 of 264} 


Biomariter; NNAL plus NNAL-gluc [pg/24hrl 

Analytical Lab: Madsson 




Timepoim Statistic 

Smokers 

Non-Smokers 

P-value 1 


Week 1 N 

49 

65 

<.0001 


MEAN, GEO MEAN 

860758.531.585425.280 

14520.477, [0879.233 



SD.SE 

6134722046, 87638.8864 

22133-4597,2745-3178 



MEDIAN 

785030.000 

10140.000 



MiN. MAX 

8460.000,2307613.000 

3180.000.181986.000 



3%, 95% 

37123.00(1,2084332500 

4680.000.21000.000 



4 of BLQ/ALQ Values 

1/0 

58/0 



Week: 3 N 

46 

65 

<0001 


MEAN, GEO MEAN 

914457.937,627898.806 

14369.154,12281.453 



SD, SE 

709365.3233, 104590.2109 

10422.0126, 1292.6916 



MEDIAN 

783064.000 

12000.000 



MIN, MAX 

6288.000,4040406.000 

4500000,61490.000 



5%, 95% 

97520.000, 1964160.000 

6408.000.28440.000 



# of BLQ/ALQ Values 

1/0 

58/0 



Overall' N 

50 

65 

<.0001 


MEAN, GEO MEAN 

874401.621,615371.996 

14444.815,11969.312 



SD, SE 

592615.0179,83808.4196 

12990.5012, 16(1.2734 



MEDIAN 

839769.000 

11070.000 



MIN. MAX 

7374.000, 24682O8.0OO 

3840.000,97218.000 



5%, 95% 

66085.000. 2080140.250 

6400,000, 30583.000 




* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging tbe results across visits -within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ‘-el .234* will be used as ’1.234j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438378 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomafker: NNAL plus NNAL-gluc (pmol/24hr) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 14 of264) 

Analytical Lab: Madison 


Timepoint 

Statistic 

Smoke rs 

Non-Smokers 

P-valuc 1 

Week 1 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

4114.426,2798.335 

69.408, 52.003 



SD, SE 

2932.3970,418.9139 

105.7979,13.1226 



MEDIAN 

3752.443 

48.469 



MIN. MAX 

40.439, 11030.390 

15.200, 869.893 



5%, 95% 

177.458,9963.109 

22.370, 100.380 


it of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

4371.109, 3001.357 

68.685, 58.705 



SD, SE 

3391L 7663,499.9412 

49.8172, 6.179! 



MEDIAN 

3743.046 

57.360 



MIN, MAX 

30.057, 19341,821 

21.510, 293.922 



5%, 95% 

466.146,9388685 

30.630, 135.943 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4179.640. 2941.479 

69.046, 57.214 



SD, SE 

2832.6997,400,6042 

62.0946, 7.7019 



MEDIAN 

4014.096 

52.915 



MIN, MAX 

35.248, 11798 035 

18.355.464.702 



5%, 95% 

315.887,9943.070 

30.592, 146.187 



a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as *1,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438379 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 15 of 264) 


Bioroarker NNAL plus NNAL-cluc ((pg/24hrycigarettc per day) Analytical Ub: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers 


Weekl 

N 

49 

NA 


MEAN. GEO MEAN 

56456.734,44404.705 



SO, SE 

38952.1879, 5564.5983 



MEDIAN 

50477.857 



MIN, MAX 

2820.000, 176718.500 



5%. 95% 

12565.000,153840.867 



ff of BLQ/ALQ Values 

1/0 


Week3 

N 

46 

NA 


MEAN, GEO MEAN 

62625.596,50051.917 



SD, SE 

40626.0676, 5989.9869 



MEDIAN 

51940.813 



MIN, MAX 

2096.000,192686.000 



5%, 95% 

18154.500,138353.600 



# of BLQ/ALQ Values 

1/(1 


Overall' 

N 

50 

NA 


MEAN, GEO MEAN 

59627,475,49291.845 



SD, SE 

34052.5998,4815.7648 



MEDIAN 

51637.690 



MIN. MAX 

2458.000.154712.800 



5%, 95% 

16521.250,132624.738 



NOTE: Values listed were normalized by taking the original biomarker and dividing rt by the number ot cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 




Final Draft: 22 October 2003 


Page 41 Oof 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 


PM3006438380 


• t • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page !6of264) 


Bi omaikcr: NNALplus NNAi-giuc ((tHPoV24hr) 'i:i ttarette per day) Analytical Lab: Madison 



Statistic 

Smokers 

Non-Smokers 

P-value 

Week 1 

N 

49 


NA 

MEAN, GEO MEAN 

269.863. 212.255 




SD.SE 

186.1914.26.5988 




MEDIAN 

241.284 




MIN, MAX 

13.480,844.714 




5%, 95% 

60.061, 7.35.359 



# Of BLQ/ALQ Values 

1/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

299.350, 239.248 




SD.SE 

194.1926.28.6321 




MEDIAN 

24B.277 




MIN, MAX 

10.019, 921.039 




5%, 95% 

86.779,661.330 



# of BLQ/ALQ Values 

1/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

285.020, 235.616 




SD.SE 

162.7713.23.0193 




MEDIAN 

246-829 




MIN, MAX 

11.750,739,527 




5%, 95% 

78.972, 633.946 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fits! averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/4LQ values were converted to the limit 
of the quantification te.g, '<1.234’will be used as T.234’; for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the uverall statistics. 

NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438381 


• • § 

RSR 

Protocol No. FM-8450 

Covanee CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 17 of 264} 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

738,054,487.673 

10,558. 7.638 



SD,SE 

585.2483, 83.6069 

16.3892, 2.0328 



MEDIAN 

625.442 

8.915 



MIN, MAX 

7.958,2575.145 

1.932, 134.956 



5%, 95% 

30.892,2010.238 

2.683,17.699 


# of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

721.933,503.456 

10,876, 8.612 



SD, SE 

524.1048, 77.2750 

9.0374, 1.1210 



MEDIAN 

580.019 

8.380 



MIN, MAX 

5.525, 2275.640 

2.153, 53.767 



5%, 95% 

65.031,2004.781 

2.923,30 000 


It of Bl.Q/ALQ Values 

1/0 

58/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

726.768, 500.556 

10.717, 8.491 



SD, SE 

532.2826, 75.2761 

9.7162, 1.2051 



MEDIAN 

617.105 

8.438 



MIN, MAX 

6.742, 2250.747 

2.131,70.371 



5%. 95% 

43.687, 1877.496 

3.508,27.562 



“ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. .234’will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438382 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 18 of 264) 

Biomarker: NNAL Dlus NNAL-elnc (nmol/me Creatinine) Analytieal Lab: Madison 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

3.528,2.3.31 

0.050,0.036 



SD, SE 

2.7975,0.3996 

0.0783, 0.0097 



MEDIAN 

2.990 

0.043 



MIN, MAX 

0.038,12.309 

0 009,0.645 



5%, 95% 

0148,9.609 

0.013. 0.085 


# of BLO/ALO Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<.0W1 

MEAN. GEO MEAN 

3.451,2.406 

0.052,0.041 



SD. SE 

2.5053,0.3694 

0.0432, 0.0054 



MEDIAN 

2.773 

0.040 



MIN. MAX 

0.026. 10.878 

0.010, 0.257 



5% 95% 

0.311,9.583 

0.014.0.143 


# of BLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3.474,2.393 

0.051.0.041 



SD, SE 

2.5443,0,3X98 

0.0465.0.0058 



MEDIAN 

2.950 

0.041 



MIN. MAX 

0.032.10.759 

0.010,0.337 



5%, 95% 

0.209,8.975 

0.017,0.132 



* P-value frum Wilcuxoi) rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg.., ’<1 234’will be used as '[.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values fot the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 19 of 264) 


Biomarker: NN AL plus NNAL- g luc ( (pr/tii r CreatinincVcigarctte per day) Analytical Lab: Madison _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

49 

NA 


MEAN, GEO MEAN 

53.989, 36990 



SD, SE 

73.1881,10.4554 



MEDIAN 

40.489 



MIN, MAX 

2.653.515.029 



5%, 95% 

8.053,116939 



# of BLQ/ALQ Values 

1/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

52.624.40.132 



SD, SE 

44.1283.6.5064 



MEDIAN 

39.373 



MIN, MAX 

1.842, 235.969 



3%, 95% 

16.258, 155.193 



# of DLQ/ALQ Values 

1/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

53.613,40.164 



SD, SE 

54.9019,7.7643 



MEDIAN 

41.836 



MIN, MAX 

2.248, 375.499 



5%. 95% 

13.016,131.185 



NOTE: Values listed were normalized by taking the original biomarkerand dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438384 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 20 of 264) 

Biomarker: NNALplus NNAL-gluc ((pmol/mg CreatinineVcigarette per day) _ Analytical Lab: Madison ______ 

Timepoint _ Statistic _ Smokers ___ Non-Smokers _ P-value* 


Week 1 

N 

49 


MEAN. GEO MEAN 

0.258,0.177 


SD.SE 

0.3498, 0.0500 


MEDIAN 

0.194 


MIN, MAX 

0.013.2.462 


5%, 95% 

0.039,0.559 


# of BLQ/ALQ Values 

I/O 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.252, 0.192 


SD. SE 

0.2109.0.0311 


MEDIAN 

0.189 


MIN, MAX 

0.009, 1.128 


5%, 95% 

0.078,0.742 


# of BLQ/ALQ Values 

1/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

0.257,0.193 


SD.SE 

0.2624,0.037! 


MEDIAN 

0.200 


MIN, MAX 

0.011, 1.795 


5%, 95% 

0.063,0.627 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
a P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


I 
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PM3006438385 


Protocol No. PM-8450 

Covance C-RU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-How Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 21 nf2S4) 


Biomarker. NNAL plus NNAL-eluc (pg/mU 

Analytical Lab. Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

546.8.341.2 

9.5.6.7 



SD, SE 

468.94,66.99 

22.78,2.83 



MEDIAN 

475.2 

6.0 



MIN, MAX 

6.0,2045.7 

6 0,185.7 



3%, 95% 

16.5.1604.2 

6.0.8.8 


M of BLQ/ALQ Values 

1/0 

58/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

552.8,367.9 

7.4,6.6 



SD, SE 

487.35,71.86 

6.14,0.76 



MEDIAN 

426.6 

6.0 



MIN, MAX 

6.0,2223.3 

6.0,47.3 



5%, 95% 

53.0,1721.9 

6.0,11.9 


H of BLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

542.5, 366.0 

8.5, 6.8 



SD, SE 

427.04,60.39 

12.25,1.52 



MEDIAN 

433.9 

6.0 



MIN, MAX 

6.0,1663.1 

6.0, 95.9 



5%, 95% 

34.8,1471.5 

60, 11 9 



3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits witbin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’will be used as T.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1 -2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 22 of264) 


Biomaiker: NNAL plus NNAL-eluc (pmcl/Ll 

Analylical Lab: Madison 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

2613.5, 1631.1 

45.7,31.9 



SD. SE 

2241.53.320.22 

108.87,13.50 



MEDIAN 

2271.5 

28.7 



MIN, MAX 

28.7, 9778.4 

28.7,887.6 



5%, 95% 

78.9, 7668,1 

28.7,42.1 


# of BLQ/ALQ Values 

1/0 

58/0 


Wf*ek3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2642.5.1758.6 

35.3,31.6 



SD, SE 

2329.54,343,47 

29.34,3.64 



MEDIAN 

2038.9 

28.7 



MIN, MAX 

28.7, 10627.4 

28.7,226.1 



5%. 95% 

253.3, 8230.7 

28.7, 56.9 


ff of BLQ/ALQ Values 

1/0 

58/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

2592.9,1749.4 

40.5, 32.5 



SD, SE 

2041.22,288.67 

58.54, 7.26 



MEDIAN 

2074.0 

28.7 



MIN. MAX 

28.7, 7949.4 

28.7,458.2 



5%, 95% 

166.1,7033.6 

28.7, 56.7 



4 P-value from Witcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<] .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 23 of 264) 


Biomarker: NNALplus NNAL-gluci( pg /mL)/cigaretteperilay) _ Analytical Lab: Madison 


Timencint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

49 


NA 

MEAN, GEO MEAN 

36.0,25.9 




SD.SE 

29.20, 4.17 




MEDIAN 

27.0 




MIN, MAX 

2.0, 128.6 




5%, 95% 

6.0.95.6 



# of BLQ/ALQ Values 

1/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

41.9,29.3 




SD, SB 

41.76, 6.16 




MEDIAN 

24.0 




MIN, MAX 

2.0,247.1 




5%, 95% 

10.0, 100.6 



# of BLQ/ALQ Values 

1/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

39.2, 29.2 




SD.SE 

31.74, 4.49 




MEDIAN 

27.8 




MIN, MAX 

2.0, 168.1 




5%, 95% 

8.7,98.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BEQ/ALQ valties does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., Vt.234' will be used as '1.234*) for the averages across visits within a subject thus eliminating all Bl.Q/AT.Q values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc dala is presented fur informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biontarkets of Exposure by Timepoint and Overall 

(Page 24 of 264) 


Biomarker: NNAL plus NNAL-gluc ((pmol/Lhcigarette per dav) 

Analytical Lab: Madison 



Time point 

Statistic 

Smokers 

Non-Smokers 

P value" 

Week! 

N 

49 


NA 


MEAN, GEO MEAN 

172.1.123.7 



SD.SE 

139.58, 19.94 




MEDIAN 

129.3 




MIN. MAX 

9 6,614 6 




5%, 95% 

28.6,456.7 




* of BLQ/ALQ Values 

1/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

200.3,140.2 



SD.SE 

199.60,29.43 




MEDIAN 

114.5 




MIN, MAX 

9.6, 1180.9 




5%, 95% 

47.7,481.1 




# ofBLQ/ALQ Values 

1/0 



Overall' 

N 

50 


NA 


MEAN, GEO MEAN 

187,4, 139.7 



SD, SE 

151.69,21.45 




MEDIAN 

132.8 




MIN. MAX 

9.6, 803.4 




5%, 95% 

41 5.468.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by (he number of cigarettes found in question 4 of the weekly survey forthe corresponding week. ” 

* P-value from Wilcoxon rank-sum test. 

* 0veral1 va,ues calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as’1.2341 feu the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented fur informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Titnepoint and Overall 

(Page 25 of 264) 


Biomarker: NNAL-O-ttlucuranide (pmol/Lj 

Analytical Lab: Madison 



Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

49 

61 

<.0001 

MEAN, GEO MEAN 

1889.1. NA 

18.1,NA 



SD, SE 

1803.06, 257.58 

112.36,14.39 



MEDIAN 

1564.5 

0.0 



MIN, MAX 

0.0, 7452.5 

0.0, 859.0 



5%, 95% 

35.9,5782.8 

0.0,13.4 


# of BLQ/ALQ Values 

2/0 

51/0 


Week 3 

N 

46 

63 

<.0001 

MEAN, GEO MEAN 

1872.0, N A 

3.8, NA 



SD, SE 

1907.93, 281.31 

15.16,1.91 



MEDIAN 

1352.5 

0.0 



MIN, MAX 

0.0, 9536.6 

0.0, 99.9 



5%, 95% 

35.4, 5911.9 

0.0,28.2 


# of BLQ/ALQ Values 

1/0 

61/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1859.5, N A 

10.3, N A 



SD. SE 

1623.98,229.67 

55.10,6.83 



MEDIAN 

1521.7 

0.0 



MIN, MAX 

0.0, 5778.3 

0.0,429.5 



5%, 95% 

29.9, 5668.4 

0.0, 28.0 



* P-vaiue from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLCJ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
Of the quantification (e.g., ’<1.2.34'willbeusedas 1.234’) for the averages across visits within a subjcctllms eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Biomarters of Exposure by Timepoint and Overall 

(Page 26 of 264) 


Biomarker: NNAL-O-glucuronide ((pmol/LVcigarttle per day) Analylical tab: Madison _ 

Timepoint _ Statistic ___ Smokers _ Non-Smokere _ P-value J 


Week 1 


Week 3 


Overall" 


N 

49 

MEAN. GEO MEAN 

119.6, NA 

SD. SE 

103.95. 14.85 

MEDIAN 

85.8 

MP4, MAX 

0.0,481.9 

5%, 95% 

16.1,339.2 

# of BLQ/ALQ Values 

2/0 

N 

46 

MEAN, GEO MEAN 

138.6, NA 

SD, SE 

154,18,22.73 

MEDIAN 

79.1 

MIN, MAX 

0.0,902.9 

5%, 95% 

8.9,350.2 

# of BLQ/ALQ Values 

1/0 

N 

50 

MEAN, GEO MEAN 

129.5, NA 

SD, SE 

112.33, 15.89 

MEDIAN 

90.0 

MIN, MAX 

0.0.601.0 

5%, 95% 

10.4,345,0 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all B LQ/A LQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table I4.2.I-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarhers of Exposure by Timepoint and Overall 

(Page 27 of 264) 


Biumarker: NNAL-O-glucurutiide (pinu1/24hr) Analytical Lab: Madison ____ 

Timepoint _ Statistic _ Smokers _ Non-Smoker _ p-vaiue' 


Week I 

N 

49 

61 


MEAN, GEO MEAN 

2908.931, NA 

18.258, NA 


SD.SE 

2273.5232.324.7890 

109.6835,14.0435 


MEDIAN 

2416.280 

0.000 


MIN, MAX 

0.000,8788.668 

0.000,841.820 


5%, 95% 

98.725, 7630.840 

0.000,21-417 


# ofBLQ/ALQ Values 

2/0 

61/0 

Week 3 

N 

46 

63 


MEAN, GEO MEAN 

3040.444, NA 

7.137, N A 


SD, SE 

2849.3120,420.1081 

29.7623,3.7497 


MEDIAN 

2468.524 

0.000 


MIN, MAX 

0.000, 17356.612 

0.000, 168.831 


5%, 95% 

65.136,6821.100 

0.000,36.120 


# of BLO/ALO Values 

I/O 

61/0 

Overall’ 

N 

50 

65 


MEAN, GEO MEAN 

2940.092, NA 

12.026, NA 


SD.SE 

2262.4910,319.9646 

55.0893, 6.8330 


MEDIAN 

2635.937 

0.000 


MTN, MAX 

0.000,10073384 

0000,420.910 


5%. 95*/. 

59.593,7804.884 

0.000,80.217 


<0001 


<0001 


<.0001 


* P-value from Wtlcoxon ratik-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does net apply as the BLQ/ALQ values were converted 10 the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLO/ALQ values for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


I 

i 


! 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoirtt and Overall 

(Page 28 of 264) 


Biomatker: NNAL-O-Rlucutonide ((prnol/241iryciga r eut per da y)_ Analytical Lab: Madison _ 

Time point _ Statistic _ Smokers _ Non-Smokera _ p-value' 


Week I 


Week 3 


Overall* 


N 

49 

MEAN, GEO MEAN 

182.878, NA 

SD, SE 

131.3278, 18.7611 

MEDIAN 

156.941 

MIN, MAX 

0.000,585.911 

5%, 95% 

33.903,437.301 

# of BLQ/ALQ Values 

V0 

N 

46 

MEAN, GEO MEAN 

202.567, NA 

SD, SE 

154.2054,22.7363 

MEDIAN 

161.45! 

MIN, MAX 

0.000, 826.505 

5%, 95% 

16.284,505.646 

# of BLQ/ALQ Values 

NO 

N 

50 

MEAN, GEO MEAN 

192.984, N A 

SD, SE 

121.2762, 17.1510 

MEDIAN 

166.137 

MIN. MAX 

0.000.539.902 

5%. 95% 

27.239,476.665 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for ihe corresponding week. 

‘ p-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ufBLQ/ALQ values does not apply as the ELQ'ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234’ will be used as *1.234-0 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 29 of264) 


Bioirtarker NNAL-O-glucuronlde (pmol/mg Creatinine) Analytical Lab: Madison 


Timepoint 

Statistic 

Strikers 

Non-Smokers 

P-value‘ 

Week 1 

N 

49 

61 

<.0001 


MEAN, GEO MEAN 

2.466, NA 

0.013, NA 



SD.SE 

2.0265,0.2895 

0.0808,0.0103 



MEDIAN 

2.190 

0000 



M!N. MAX 

0.000, 8.643 

0.000. 0.624 



5%, 95% 

0.082, 7.656 

0.000, 0 009 



U of BLQ/ALQ Values 

2/0 

61/0 


Week 3 

N 

46 

63 

<.0001 


MEAN, GEO MEAN 

2.366, N A 

0.006, NA 



SD, SE 

1.9608,0.2891 

0.0271,0.0034 



MEDIAN 

1.823 

0.000 



MIN, MAX 

0.000, 9.761 

0.000, 0.171 



5%, 95% 

0.043, 6.216 

0.000,0.016 



# of BLQ/ALQ Values 

1/0 

61/0 


Overall’ 

N 

50 

65 

<•0001 


MEAN, GEO MEAN 

2.409, NA 

0.009, NA 



SD, SE 

1.8649.0.2637 

0.0412, 0.0051 



MEDIAN 

1.986 

0.000 



MIN, MAX 

0.000, 7.312 

0.000,0.312 



5%, 95% 

0.051,6.478 

0.000.0.065 


1 P-vallK from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-glue dala is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 30 of 264) 


Biomarkcr: NNAL-Q-clucuronidc ((pmol/me CreatimneVcigarelle per day) Analytical Lab: Madison 


Tirnepoinl 

Statistic 

Smokers Non-Smokers P-value* 

Week 1 

N 

49 

NA 


MEAN. GEO MEAN 

0.175, NA 



SD, SE 

0.2469,0.0353 



MEDIAN 

0.119 



WIN, MAX 

0.000, 1.729 



5%, 95% 

0.022,0.364 



# of BLQ/ALQ Values 

2/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

0.168, NA 



SD, SE 

0.1548,0.0228 



MEDIAN 

0,119 



MIN, MAX 

0.000,0.862 



5% t 95% 

0.011,0.465 



# ofBLQ/AT.Q Values 

1/0 


Overair 

N 

50 

NA 


MEAN, GEO MEAN 

0.173, NA 



SD, SE 

0.1885,0.0267 



MEDIAN 

0.133 



MIN, MAX 

0.000, 1.296 



5%. 95% 

0.023.0.364 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as '1.2343 fertile averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 31 of 264) 


Biomarker: Coiinine (pg/24hr) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value a 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1779.837,1321.434 

3.165.2.104 



SD, SE 

1152.0055,162.9182 

4.4410,0.5508 



MEDIAN 

1795.815 

1.930 



MIN, MAX 

26.790,6435.660 

0.530,27.900 



5%, 05% 

308.979,3580.185 

0.780, 12.160 


#ol'RLQ/A LQ Valin* 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1817.746.1365.985 

3.684, 2.287 



SD, SE 

1072.6598.153.2371 

7.4411,0.9230 



MEDIAN 

1731.974 

2.160 



MIN, MAX 

33.950,4366.890 

0.625,59.280 



5%, 95% 

226.118, 3766 020 

0.815,9.804 


It of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1953.822,1428.929 

2.968, 2.232 



SD, SE 

1298.5750, 191.4644 

3.6920, 0.4579 



MEDIAN 

1633.047 

2.050 



M!N. MAX 

6.393.5162.740 

0.750, 25.870 



5%, 95% 

354.936,4856.040 

1.068, 7.188 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1822.896, 1402.089 

3.272,2.312 



SD, SE 

1058-1876, 149.6503 

4.4212,0.5484 



MEDIAN 

1695.438 

2.143 



MIN. MAX 

15.711,4483.278 

0.787,30.043 



5%, 95% 

374.266,3774.690 

1.092,12.202 



" P-value from Wilcoxon rank-sum test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of DLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as ’ 1.234') forthe averages across visits within a subject thus eliminating all BLQ/ALQ values foTthe overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 32 of 264} 


Biomarfccn Cotinine (nmol/24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc J 

Wctk 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

10100.578,7499.138 

17.961.11.943 



SD.SE 

6537.6311,924.5607 

25.2025,3.1260 



MEDtAN 

10191.251 

10953 



MIN, MAX 

152.033.36522.371 

3.008. 158.333 



5%, 95% 

1753.450, 20317.550 

4.427, 69.008 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

10315.706, 7751.956 

20.906, 12.977 



SD, SE 

6087.3442,869.6206 

42.2284, 5.2378 



MEDIAN 

9828.952 

12.256 



MIN, MAX 

79.166,24782.101 

3.547, 336.414 



5%, 95% 

1283.220,21372.164 

4.625, 55.638 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

45 

65 

<.0001 

MEAN, GEO MEAN 

11087.937.8109,168 

16.845,12.667 



SD, SE 

7369.4133,1086.5607 

20.9521,2.5988 



MEDIAN 

9267.542 

11.634 



MIN, MAX 

36.280,29298.550 

4.256,146,812 



5%, 95% 

2014.262,27558.027 

6.061.40.792 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall" 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

10344.938, 7956.855 

18.571, 13,119 



SD, SE 

6005.2150, 849.2657 

25.0903,3.1131 



MEDIAN 

9621.607 

12.163 



MIN. MAX 

89.160.25442.605 

4.464, 170.496 



5%, 95% 

2123.957,21421.368 

6.195,69.245 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14? (.2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 33 of 264) 


Tirncpomt 

Statistic 

Smoker* 

Non-Smokers 

P-value' 

Week I 

N 

50 


NA 


MEAN, GEO MEAN 

130.879, 101.50? 




SD.SE 

1082704,153117 




MEDIAN 

98.981 




MIN, MAX 

8.930, 643.566 




5%, 93% 

29.911,304.113 




# of BLQ/ALQ Values 

m 



Week 2 

N 

49 


NA 


MEAN, GEO MEAN 

155.721,110.210 




SD, SE 

190.7348, 272478 




MEDIAN 

114.398 




MIN, MAX 

4.630, 1308.045 




5%, 95% 

32.303, 342.365 




# of BI.Q/AI Q Values 

0/0 



Week 3 

N 

46 


NA 


MEAN, GEO MEAN 

142.739, 113.905 




SD, SE 

86.5808,12.7656 




MEDIAN 

118.942 




MIN. MAX 

2.131,335.938 




5%. 95% 

46.306,325.744 




n of BLQ/ALQ Values 

WO 



Overall" 

N 

50 


NA 


MEAN, GEO MEAN 

141.944, 113.039 




SD, SE 

111.7605, 15.8053 




MEDIAN 

103.857 




MIN, MAX 

5.237, 671.319 




5%, 95% 

47.120,299233 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


P-value from Wflcoxon rank-sum test. 




Overall values calculated hy first averaging the results across visits within a subject, then calculating rhe descriptive statistics across subjects. Count of BLQ/ALQ values does nol apply as the BLQ/ALQ values were converted to the limit 

of the quantification fe.g„ '<! .234' will be used as 'l .234') fortbe averages across visits within a subject thus eliminating all BLQ/ALQ values fbr the overall statistics. 
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PM3006438398 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Ttmepoinf and Overall 

(Page 34 of264} 


Biomariter. Cotinine (tnmol/ldhrVcigarette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Harrogate 
_Smokers_ 


Non-Smokers 


P-value* 


i 

I 


I 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

P of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN. MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

742.740.576.060 
614.4343, 86.8941 
561.716 

50.678, 3652.237 
169.746, 1725.843 
0/0 

49 

883.715,625.443 
1082.4199, 154.6314 
649.206 

26.389,7423.156 
183.317, 1942.924 
0/0 

46 

810.046,646.409 
491.3460, 72.4450 
674.991 

12.093.1906.445 
262.788,1848.600 
0/0 

50 

805.529,641.498 

634.2410,89.6952 

589.388 

29.720,3809.735 
267.406,1698.146 


NA 


NA 


NA 


NA 


NOTE; Values listed were noiinalizcd by taking lire uriginal biumarher and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of B LQ.'ALQ values does not apply os the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’will be used as ’1.2343 for the averages across visits within a subject thus eliminating all BLQ/A1.Q values for the overall statistics. 
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PM3006438399 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 


Biamarker: Cotinine (uc/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers of 24-HourUrine Biomarkers of Exposure by Timepoint ami Overall 

(Page 35 of 264) 

Analytical Lab: Hamocatc 


Timepoint 

Statistic 

Smokers 

Non-Stnolceis 

P-value’ 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.607,1.095 

0.002, NA 



SD.SE 

1.2214.0.1727 

0.0030,0.0004 



MEDIAN 

1.401 

0.001 



MIN, MAX 

0.025, 5.808 

0.000,0.020 



5%, 95% 

0.205, 3.903 

0.000, 0.009 


H of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.474. 1.055 

0.003, NA 



SD.SE 

1.0867.0.1552 

0.0070, 0.0009 



MEDIAN 

1.263 

0-002 



MIN. MAX 

0.016,5.177 

0,000, 0,057 



5%, 95% 

0.148, 3.337 

0.000,0.007 


# of BLQ/ALQ Values 

0/0 

47/0 


Week? 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

1.609, 1.147 

0.002, NA 



SD. SE 

1.1859,0.1749 

0.0022,0.0003 



MEDIAN 

1.333 

0.002 



MIN, MAX 

0.006,5.186 

0.000,0.014 



5%, 95% 

0.383,4.005 

0 001,0 005 


# of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1.575, 1.138 

0.002, NA 



SD, SE 

1.1231,0.1588 

0.0035,0.0004 



MEDIAN 

1.305 

0.002 



MIN, MAX 

0.016, 4 572 

0 000,0 026 



5%, 95% 

0.266, 3.886 

0.001,0.007 



1 P-value from Wilcox on rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as 1 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438400 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statisrical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 36 of 264) 


Biomarker: Cotlaine (nmol/mg Creatinine) Analytical Lab: Hamonaie 
I imepoint _ Statistic _ Smokers 


Non-Smokers 


P-value' 


Week 1 

N 

50 

65 


MEAN,GEO MEAN 

9.121,6.214 

0.013. NA 


SD.SE 

6.9314,0.9802 

0.0173,0.0021 


MEDIAN 

7.951 

0.006 


MIN, MAX 

0.142,32.960 

0.000, 0.114 


5"/., 95% 

1.152,22.150 

0.000. 0.051 


//orBLQ/ALQ Values 

0/0 

49/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

8.365,5.987 

0.017, NA 


SD, SE 

6.1668,0.8810 

0.0397,0.0049 


MEDIAN 

7.168 

0.011 


MIN, MAX 

0.091,29.379 

0.000,0.323 


5%, 95% 

0.840,18.937 

0.000, 0.040 


l 1 of 3 LQ/ALQ Values 

0/0 

47/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

9.133.6.511 

0.012, NA 


SD, SE 

6.7302.0.9923 

0.0124,0.0015 


MEDIAN 

7.565 

0.011 


MIN, MAX 

0.034, 29.431 

0.000,0,079 


5%, 95% 

2.174, 22.728 

0.006, 0.028 


# of BLQ/ALQ Values 

0/0 

50/0 

Overall" 

N 

50 

65 


MEAN. GEO MEAN 

8.937.6.454 

0.014, NA 


SD. SE 

6.3738,0.9014 

0.0196, 0.0024 


MEDIAN 

7.403 

0.009 


MIN, MAX 

0.089, 25.944 

0000,0149 


5%. 95% 

1.510,22.053 

0.004,0.038 


<0001 


<.0001 


<.0001 


<.0001 


' P-value from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., '<1.234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values Cut the overall statistics. 
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PM3006438401 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoirn and Overall 

(Page 37 of 264) 


Biomarker: Quinine ((pg.'mg CreatinineVcigarene per day I Analytical Lab: Harrogate _ 

Timepoirn _ Statistic _ Smokers _ Non-Smokers _ P-vaiue* 


Week I 


Week 2 


Week 3 


Overall" 


N 

50 

MEAN. GEO MEAN 

0.129,(1084 

SD, SE 

0.1723,0.0244 

MEDIAN 

0.082 

MIN, MAX 

0.008, 1.162 

5%, 95% 

0.021,0.366 

ft of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.154,0.085 

SD, SE 

0.3622,0.0517 

MEDIAN 

0.076 

MIN, MAX 

0.005,2 589 

5%, 95% 

0.023,0,303 

tt of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.125,0,091 

SD, SE 

0.1146,0.0169 

MEDIAN 

0.100 

MIN, MAX 

0.002,0.580 

5%, 95% 

0.032,0,321 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.137,0.092 

SD, SE 

0.2027,0.0287 

MEDIAN 

0.094 

MIN, MAX 

0.005,1.432 

5%. 95% 

0.034.0.311 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

* P-vaiue from Wilcoxon rank-sum test. 

" Overall values calculated by Hist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g„ '<1.234’ will be used as T.234') forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438402 


• • # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1 2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine fiiomaikere of Exposure by Timepoint and Overall 

(Page 38 of 264) 


Bio marker: Coiinin-e ((nmol/mg Creatinine)/cigarene per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic ___ Smokers _ Non-Smokers _ P-value* 


Week I 

N 

50 


MEAN. GEO MEAN 

C.732,0.477 


SD. SE 

0.9777.0.1383 


MEDIAN 

0.462 


MIN, MAX 

0.047,6.592 


5%, 95% 

0.119,2.078 


# of BLQ/ALQ Values 

o/o 

Week 7 

N 

49 


MEAN, GEO MEAN 

0.871,0.483 


SD, SE 

2.0554,0.2936 


MEDIAN 

0.429 


MIN, MAX 

0.030,14.690 


5%, 95% 

0.129, 1.721 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

0.709,0.519 


SD, SE 

0.6501,0.0959 


MEDIAN 

0.565 


MIN. MAX 

0.011.3.292 


5%, 95% 

0.182,1.821 


# of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 


MEAN, GEO MEAN 

0.776,0.521 


SD, SE 

1.1504,0.1627 


MEDIAN 

0.533 


MIN, MAX 

0.029, 8.127 


5%. 95% 

0.190. 1.767 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wil-coxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as T .234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


| 
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PM3006438403 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24 -Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 39 of 264) 


Biomarker. Cotinine (ng/mL) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week [ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1029.4, 773.3 

1.7, 1.3 



SD, SE 

619.01, 87.54 

2.09,0/26 



MEDIAN 

919.4 

1.0 



MIN. MAX 

18,2,2626.8 

1.0.14.1 



5%. 95% 

226.0.2263.4 

1.0,4.8 


tt of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1154.8, 883.0 

1.9, 1.3 



SD. SE 

788 02, 112.57 

2.91.0 36 



MEDIAN 

975.4 

1.0 



MIN, MAX 

15.5,4778.6 

1.0,20.8 



5%, 95% 

221.4,2343.3 

1.0, 4.1 


Ua( BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1082 9, 837.2 

1.5, 1.2 



SD, SE 

632.01,93.19 

2.42,0.30 



MEDIAN 

998.4 

1.0 



MIN, MAX 

6.1,2858.1 

1.0, 19.9 



5%, 95% 

257.2, 2346.7 

1.0,2.8 


iV of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

1076.8. 846.7 

1.7, 1.3 



SD, SE 

616.60, 87.20 

2.10,0.26 



MEDIAN 

970.2 

1.0 



MIN, MAX 

13.5, 3090.2 

1.0, 13.9 



5%, 95% 

275.9, 1962.5 

1.0,4 1 



a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’< 1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438404 


t • t 

RSR 

Protocol No, PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokere ami Non-Smokers of 24-Hour Urine Biotnarkere of Exposure by Timepoint and Overall 

(Page 40 of 264) 


Biotnatkcr. Colininc (nmol/L) _ Analytical Lab: Harro gate 


Timepoint_ Statistic _ Smokers __ Non-Striokens _P-va3ue a 


Week I 

N 

SO 

65 

<.0001 


MEAN. GEO MEAN 

5842 0.4388.4 

9.6, 7.3 



SD.SE 

3512.90.496.80 

11 88. 1.47 



MEDIAN 

5217.3 

5.7 



MIN, MAX 

103.3, 14907.1 

5.7, 80.0 



5%. 95% 

1282.6. 12844.8 

5.7,27.2 



If of BLQ/ALQ Values 

CM) 

49/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

6553.5,5010.8 

10.6, 7.6 



SD.SE 

4472.01,638.86 

16.49, 2.04 



MEDIAN 

5535.4 

5.7 



MIN, MAX 

88.0,27118.6 

5.7,118.0 



5%, 95% 

1256.4, 13298.2 

5.7, 23.3 



ft of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 


MEAN, GEO MEAN 

6145.2, 4751.3 

8.7, 6.8 



SD, SE 

3586.67,528.83 

13.73,1.70 



MEDIAN 

5665.7 

5.7 



MIN, MAX 

34.6,16219.7 

5.7, 112.9 



5%, 95% 

1459.6, 13317.5 

5.7, 15.9 



# of BLQ/ALQ Values 

fl/0 

50/0 


Overall' 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

6110.8,4805.3 

9.6,7.5 



SD, SE 

3499.18,494.86 

11.94, 1.48 



MEDrAN 

5505.8 

5.7 



MIN, MAX 

76.8,17537.1 

5.7, 78.7 



5%, 95% 

1566.0. 11137.0 

5.7,23.5 


" E-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI.Q/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g.,'<1.234’will be used as 7.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438405 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotttatkers of Exposure by Timepoint and Overall 

(Page 41 of264) 


Biomarker Cotininc Ifng/mLj/cigarette perdayl Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smoke rs_ P-valu e’ 


Week 1 N 50 

MEAN. OEO MEAN 74.4,59.4 

SD.SE 52.18,7.38 

MEDIAN 56.2 

MIN, MAX 6.3,262.7 

5%, 95V, 15.1,188.6 

# of BLQ/ALQ Values 0/0 

Week 2 N 49 

MEAN,GEOMEAN 98.3,71.2 

SD, SE 121.43,17.35 

MEDIAN 67.8 

MIN, MAX 5.2,843.9 

5%, 95% 29.6,238.9 

# of BLQ/ALQ Values 0/0 

Week 3 N 46 

MEAN, GEO MEAN 90.8,66.7 

SU, SE 91.22,13.45 

MEDIAN 62.9 

MIN, MAX 2.0,571,6 

5%, 95% 25.3.194.1 

# of BLQ/ALQ Values 0/0 

Overall' N 50 

MEAN, GEO MEAN 87.2, 67.9 

SD, SE 81.29,11.50 

MEDIAN 64 .S 

MIN. MAX 4.5.538.8 

5%, 95% 31.8,161.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoson rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification /eg. ’<1 234'will be used as '1.234*1 for the averages across visits within a subject thus eliminating alf BLQ/ALQ values for the overall statistics. 
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PM3006438406 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Sinokera ami Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 42 of 264) 


Biomarkcr. Cotinine ((nrooTL).'cigareUe per day) Analytical Lab; Harrogate _ 

Time point _ Starisric _ Smokers _ Non-Smokers ___ P-value* 


Week 1 

N 

50 


MEAN. GEO MEAN 

422.4.337.1 


SD.SE 

296.12,41.88 


MEDIAN 

330.1 


MIN, MAX 

35.9,1490.7 


5%, 95% 

85.7, 1070.4 


ft of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

557.6,404.3 


SD, SE 

689.09,98.44 


MEDIAN 

385.0 


MIN. MAX 

29.3,4789.2 


5%, 05% 

168.0, 1355.9 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

515.3, 378,7 


SD, SE 

517.71,76.33 


MEDIAN 

356.9 


MTN, MAX 

11.5,3243.9 


5%, 95% 

143.8,1101.4 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

494.9, 385.2 


SD, SE 

461.35, 65.24 


MEDtAN 

367.7 


MIN, MAX 

25.6, 3057.8 


5%, 95% 

180.6.916,8 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigaretres found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon tank-sum rest 

* Overall values calculated by first averaging the results across visits ■within a subject, then calculating tbc descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’-cl ,234’will be used as '1.234’j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438407 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

iPage 43 of 264) 


Biomarker: Colinine-N-glucuronide (nmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

12245.232,6153.631 

7.692, N A 



SD, SE 

13*23-3167.1954.9122 

18.2035.2.2579 



MEDIAN 

6149.147 

0.000 



MIN, MAX 

71.505,58435.475 

0.000,121.445 



5%. 95% 

193.518,44549.8*5 

0.000,38.023 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

14130.356.7525.660 

8818. NA 



SD, SE 

15556.5168,2222.3595 

18.2860,2.2681 



MEDIAN 

7567.613 

1.135 



MIN, MAX 

73.775,77152.193 

0.000, 92.503 



5%, 95% 

310.423, 42263.995 

0.000,57.318 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

11201.759.6697.690 

5,553, NA 



sd,sb 

9178.1533, 1353.2449 

12.2139, 1.5149 



MEDIAN 

8706,585 

0.000 



MIN, MAX 

81.153,37456.135 

0.000, 78.883 



5%, 95% 

756.478, 27258.728 

0.000, 22.700 


n of BLQ/ALQ Values 

0/0 

50/0 


Overalf 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

12368.899,7152.222 

7.354, NA 



SD, SE 

11679.4403,1651.7223 

13.6122, 1.6884 



MEDIAN 

8028.612 

0.946 



MIN, MAX 

75.478,53864.641 

0.000,74.910 



5%, 95% 

430.165.31626.019 

0.000, 33.293 



‘ P-value from Wilcoxon rattk-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g, '<1.234' will be. used as ’1.234’) for the averages across visits within a subjeci thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438408 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page44 of 264) 


Biomarker: Cotinine-N-glucuronide (tnrooI/Lycigarette perday) _ Analytical Lab: Harrogate _ 

Timepoint Statistic Snrokers _ Non-Smokers _P-value* 


Week t 

N 

50 

NA 


MEAN, GEO MEAN 

762.287, 472.703 



SD.SE 

771.9750, 109.1737 



MEDIAN 

527.289 



MIN. MAX 

23.835.3712.490 



5%, 93% 

64.506, 2470.157 



n of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

967,011,607.184 



SD.SE 

899.6229,128.5176 



MEDIAN 

591.851 



MIN. MAX 

24.592, 3857.610 



S%, 95% 

126.571,2367.300 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

871,974,533.895 



SD, SE 

863.9490, 127.3823 



MEDIAN 

578.252 



MIN, MAX 

27.0S 1,3961.718 



5%. 95% 

100.391.2846.864 



# of BLQ/ALQ Values 

0/0 


Overall’ 

N 

50 

NA 


MEAN, GEO MEAN 

864.434,571.783 



SD, SE 

729.4937, 103.1660 



MEDIAN 

698.097 



MIN, MAX 

25.159. 3026.032 



5%. 95% 

128.640.2522.024 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

” P-vatue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e-g-, V 1.234'will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438409 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 45 of 264) 


Biomarker: Coti ninc-N-g lucuronide (rmol/24'nr) Analytical Lab: Harrogate 


TitneDoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

17584.204, 10515.717 

12.227. NA 



SD, SE 

15317.1515,2166.1723 

25.2601,3.1331 



MEDIAN 

13519.978 

0.000 



MIN, MAX 

100.822, 68661.683 

0.000, 106.872 



5% 95% 

561.202, 52173.823 

0.000, 75-621 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<•0001 

MEAN, GEO MEAN 

18182.368, 11642.571 

15-344. NA 



SD, SE 

14562.1275, 2080.3039 

32.3372.4.0109 



MEDIAN 

14973.828 

1.396 



MIN, MAX 

66.398, 68665.452 

0.000. 203.789 



5%. 95% 

523.023,54491.407 

0.000, 73.080 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

17809,284, 11430.892 

9.953, NA 



SD, SE 

12417.3464, 1830.8378 

21.2412,2.6346 



MEDIAN 

16848.227 

0.000 



MIN, MAX 

85.048,48692.976 

0.000. 105.328 



5%, 95% 

1043.940, 37176.403 

0.000.50.216 


# ofBLQ/ALQ Values 

0/0 

50/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

17588.204, 11451.596 

12.508, NA 



SD, SE 

13197.5310, 1866.4127 

22.7210,2.8182 



MEDIAN 

15932.218 

1.778 



MIN, MAX 

84.089, 57165.219 

0.000,104.966 



5%. 95% 

827.405, 46579.291 

0.000, 50.161 



‘ P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.2343 for the averages across visits within a subject thus el iminating all B LQ/ALQ values for the overall statistics. 
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PM3006438410 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 46 of 264) 


giomarker: Coiinine-N-glucuronide (( nmol/ 24hr) /ciEa rette per da y)_ Analytical Lab: Harro g ate 


Timepoint 

Statistic 

Smokers 

Nun-Smokers 

P-value' 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

I!27,149, 807,784 




sd.sb 

1016.3918,143.7395 




MEDIAN 

855.081 




MIN, MAX 

33 607, 6051.885 




5%, 95% 

142.017,3069.048 



it of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1313.513, 939.344 




SD.SE 

1175.2250, 167.8893 




MEDIAN 

1020.252 




MIN, MAX 

22.133,6205.773 




5%, 95% 

271.996,3833.600 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

1270.167,911.195 




SD, SE 

899.0178, 132.5529 




MEDIAN 

1086.509 




MIN, MAX 

28.349,4080.569 




5% 95% 

173.990. 3033.231 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

1232.649,921.621 




SD.SE 

919.0081. 129.9674 




MEDIAN 

922.614 




MIN, MAX 

78 030. 5059.513 




5%, 95% 

249.511,2716.257 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438411 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tjmepoint and Overall 

(Page 47 of 264) 


Biomarker Cotlntnc-N-gh>curonfde (nmol/mg Creatinine) Analytical Lab: Harro gate 


Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

13.335, 8.713 

0.008, NA 



SD, SE 

9.4621.1.3381 

0.0174,0.0022 



MEDIAN 

12.095 

0.000 



MIN, MAX 

0,095,37.108 

0.000, 0.075 



5%, 95% 

0.507, 33.762 

0.000. 0.055 


# of BLQ/ALQ Values 

0/0 

49/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

13.437,8.986 

0.011.NA 



SD, SE 

104751. 1.4964 

0.0269, 0.0033 



MEDIAN 

11.760 

0.001 



MIN, MAX 

0.074, 53.877 

0.000, 0.195 



5%. 95% 

0.522,34.914 

0.000, 0.043 


# of BLQ/ALQ Values 

0/0 

47/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

13.808,9.166 

0.007, NA 



SD, SE 

10.2141,1.5060 

0.0144,0.0018 



MEDIAN 

14.106 

0.000 



MIN, MAX 

0.075.49.743 

0.000, 0.067 



5%, 95% 

1.668, 34.847 

0.000. 0.035 


n of BLQ/ALQ Values 

0/0 

50/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

13,481,9.180 

0.009, NA 



SD, SE 

9.5809,1.3549 

0.0167,0.0021 



MEDIAN 

12.611 

0.001 



min. max 

0.081,38.906 

0.000,0.091 



5%. 95% 

0.809, 38.061 

0.000, 0.047 



M P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234'will be used as ’1.234’’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 
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PM3006438412 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepotnt and Overall 

(Page 4? of 264} 


Biomarker: Cottnine-N-glucuronide ((nmol/mg CreatinineVcigarette per day) 


Analytical Lab: Harrogate 


Tiroepoint 


Statistic 


Smokers 


Non-Smokers 


P-value J 


Week l 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

0,906.0.670 

SD, SE 

0.7516,0.1063 

MEDIAN 

0.648 

MTN, MAX 

0.032, 3.670 

5%, 95% 

0.169.2.486 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

1.052,0.725 

SD, SE 

1.1509, 0.1644 

MEDIAN 

0.656 

MIN, MAX 

0.025.6.653 

5%, 95% 

0.244,2.843 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1.036,0.731 

SD, SE 

0.9616,0.1418 

MEDIAN 

0.754 

MIN, MAX 

0.025, 5.120 

5%, 95% 

0.209, 3.082 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

1.004.0.740 

SD, SE 

0.8814,0.1246 

MEDIAN 

0.753 

MIN, MAX 

0.027, 4.364 

5%, 95% 

0.281.2.594 


NA 


NA 


NA 


NA 


NOTE: Values fisted were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

2 P-value from Wiicoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as'! .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438413 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 49 of 264) 


Biomarker: Nicotine (pfl/24hr) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Week I 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1745.037,1070.295 

4.817,2.136 



SD, SE 

1430.1976,202.2605 

13.3902, 1.6608 



MEDIAN 

1417.225 

1.850 



MIN. MAX 

18.048, 5245.860 

0.530,93.100 



5%, 95% 

83.814,4727.375 

0.800, 13.992 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

1806.112,1170.199 

7.050,2.147 



SD, SE 

1358.1127, 194.0161 

37.2887,4.6251 



MEDIAN 

1573.750 

2.000 



MIN, MAX 

10.980,5904.527 

0.625, 302.670 



5%, 95% 

94.792,4729.200 

0.815, 6.758 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<0001 

MEAN. GEO MEAN 

2033.500,1ZM.5U0 

2.387, 2.037 



SD, SE 

1625.9686, 239.7360 

1.8384, 0.2280 



MEDIAN 

1G32.768 

2.000 



MIN, MAX 

5,450. 6614.080 

0.750.13.650 



5%, 95% 

161.699,5668,540 

0.990,4,740 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1827.982,1226.585 

4.751,2.291 



SD, SE 

1277.8760, 180.7190 

15.2674, 1.8937 



MEDIAN 

1696 911 

7 143 



MIN, MAX 

11.493,4824.558 

0.793,121.310 



5%, 95% 

(30.092,4297.933 

0.980, 8.342 



a P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438414 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 50 of 264) 


Biomarker: Nicotine (nmol/24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

10758.156. 6598.368 

29.696,13.3 71 



SD. SE 

8817.1680,1246.9359 

82.5504,10.2.391 



MEDIAN 

8737.192 

11.405 



MIN, MAX 

111.266,32340.727 

3.267, 573.962 



5%, 95% 

516.713,29144.267 

4.932. 86.261 


4 or BLQ/ALQ Values 

0/0 

51/0 


W^ek7 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

11134.681, 7214.277 

43.463. 13.235 



SD. SE 

8372.7650.1196.1093 

229.8849,28.5137 



MEDIAN 

9702.169 

12.330 



MIN, MAX 

67.692, 36401.409 

3.853, 1865.961 



5%, 95% 

584.393, 29155.518 

5.024,41.663 


#of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

12536.527, 7795.640 

14.714, 12.560 



SD, SE 

10024.0962, 1477.9724 

11.3339.1.4058 



MEDIAN 

10066.012 

12.330 



MIN, MAX 

33.599,40775.803 

4.624,84.152 



5%, 95% 

996.S74, 34946.549 

6.103,29.222 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<•0001 

MEAN. GEO MEAN 

1 1269.508, 7561.892 

29.291, 14.125 



SD, SE 

7878.1057, IM4.1324 

94.1236, 11.6746 



MEDIAN 

10461.455 

13.214 



MIN, MAX 

70.852, 29743.402 

4,891,747 878 



5%, 95% 

802.015,26496.759 

6.042,51.426 



* P-va!ue from Wile ox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.2 34* will be used as ‘1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fonhe overall statistics. 
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PM3006438415 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 51 of 264) 


Biomarker: Nicotine ((iig/24hr)/tigarene per da y ) Analytical Lab: Harrogate 
Timepoint _ Statistic _ Smokers 


Non-Smokers 


P-value" 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

50 

MEAN, GEO MEAN 

116.774,82.217 

SD.SE 

102.3062, 14.4683 

MEDIAN 

91.850 

MIN, MAX 

6.016,590.746 

5%, 95% 

16.763,272.020 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

153.863,94.414 

SD.SE 

248.5400,35.5057 

MEDIAN 

92.998 

MIN, MAX 

3.660,1747.393 

5%, 95% 

16.394, 360.360 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

135.489,100.798 

SD.SE 

90.2543, 13.3073 

MEDIAN 

121.820 

MIN, MAX 

1.817, 432.898 

5%. 95% 

23.100. 275.895 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

132.882, 100.25.3 

SD.SE 

123.8433,17.5141 

MEDIAN 

116.709 

MIN. MAX 

3.831.849.365 

5%, 95% 

39.378, 281.914 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438416 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-H our Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 52 of 264) 

Biomarker: Nicotine ((nmol/24hrycifiarette per day) _ Analytical Lab: Harrogate ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 

N 

50 


MEAN, GEO MEAN 

719.909,506.866 


SD, SE 

630.7173, 89.1969 


MEDIAN 

566.254 


MIN. MAX 

37.089,3641.947 


5%, 95% 

103.343, 1677.003 


ft of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

948.567,582.061 


SD, SE 

1532.2484,218.8926 


MEDIAN 

573.331 


MIN, MAX 

22.564, 10772.675 


5%, 95% 

101.072,2221,619 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

835.292,621.417 


SD, SE 

556.4178, 82.0393 


MEDIAN 

751.016 


MIN, MAX 

11.200. 2607.168 


5%. 95% 

142.411,1700.894 


# Of BLQ/ALQ Values 

0/0 

Overall* 

N 

50 


MEAN, GEO MEAN 

819.216,618.061 


SD, SE 

763.4933, 107,9743 


MEDIAN 

719.512 


MIN. MAX 

23.618. 5236.332 


5%, 95% 

242.766,1737.999 


NOTE: Values listed were normalized by taking tlie original biomarker and dividing ii by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l ,234’ will be used as , 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438417 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 


Biomarker. Nicotine ( ug/mg Creatinine! 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomaikent of Exposure by Timepoint and Overall 

(Page 53 of 264) 

Analytical Lab: Harroaate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Week 1 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1.551,0.887 

0.003, NA 



SD.SE 

1,6269,02301 

0.0074,0.0009 



MEDIAN 

1.072 

0.001 



MIN, MAX 

0.017.8.892 

0.000, 0.044 



5%. 95% 

0.071.5.001 

0.000,0.012 


# of BLQ/ALQ Values 

0/0 

51/n 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1.459,0.903 

0.006, NA 



SD,SE 

1.3786,0.1969 

0.0357.0.0044 



MEDIAN 

1.262 

0.00! 



MIN, MAX 

0.012. 6.916 

0.000,0.289 



5%, 95% 

0.071,4.633 

0.000, 0.004 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1.565,1.015 

0.002, NA 



SD, SE 

1.1600, 0.1710 

0.0012,0.0002 



MEDIAN 

1.471 

0.001 



MIN, MAX 

0.005, 5.060 

0.000.0.008 



5%. 95% 

0.107,4.177 

0.000,0.004 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

1.522,0.990 

0.004, NA 



SD, SE 

1.2602,0.1782 

0.0137,0.0017 



MEDIAN 

1.351 

0.002 



MfN, MAX 

0.011.5.866 

0.000, 0.111 



5%, 95% 

0.119,4.066 

0.001,0.006 



* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of SLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.,'<1.23d'will be used as't.2 34') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomariters of Exposure by Timepoint and Overall 

(Pape 54 of 264) 


Riomaricer Nirntin* i nmft!/mpCreatinine) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smoke re 

Non-Smokers 

P-value^ 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

9.559, 5 466 

0.020, NA 



sn, sf. 

10.0298, 1.4184 

0.0459,0.0057 



MEDIAN 

6.606 

0.006 



MIN, MAX 

0.105,54.819 

0.000,0,271 



5%, 95% 

U.43S, 30.831 

0.000,0.074 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

8.998, 5.566 

0.039, NA 



SD, SE 

8.4990. 1.2141 

0.2199,0.0273 



MEDIAN 

7.780 

0.006 



MIN, MAX 

0.074.42.637 

0.000,1.782 



5%, 95% 

0.438,28.562 

0.000, 0.025 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 1 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

9.650, 6.259 

0.010, NA 



SD, SE 

7.1517,1.0545 

0.0076,0.0009 



MEDIAN 

9.066 

0.006 



MIN. MAX 

0.031,31.195 

0.000,0.049 



5%, 95% 

0660.25.751 

0.000.0.025 


# of BI..Q/AT.Q Values 

0/0 

57/0 


Overall 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

9.382,6.109 

0.023, NA 



SD, SE 

7.7691, 1.0987 

0.0841,0.0104 



MEDIAN 

8.328 

0.010 



MIN, MAX 

0 070, 36 164 

0,000. 0.682 



5%, 95% 

0.734,25.067 

0.004,0.039 



‘ P-value front Wilcoxon rank-sum test. 

' Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl.234" will be used as "1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 55 of 264) 


Biomarker: Nicotine ( (it g/mg Creatinineycigarette per day) Analytical Lab: 1 larrogatc _____________ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN. GEO MEAN 

0.121.0.068 

SD.SE 

0.2468,0,0349 

MEDIAN 

0.071 

MIN, MAX 

0.006,1.778 

5%, 95% 

0.014,0.191 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.161,0.073 

SD.SE 

0.4856,0.0694 

MEDIAN 

0.065 

MIN, MAX 

0.004,3.458 

5%, 95% 

0.013,0.244 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.110,0.081 

SD. SE 

0.0761,0.0112 

MEDIAN 

0.091 

MIN, MAX 

0.002,0.358 

5%. 95% 

0.016,0.255 

# of BL0/AIQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.130,0.081 

SD.SE 

0.2565, 0.0363 

MEDIAN 

0 081 

MIN. MAX 

0.004, 1.865 

5%, 95% 

0.023, 0.227 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

' P-value from Wilcuxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as ' 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438420 


12226-8450 



RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoitit and Overall 

(Page 56 of 264) 


Biomarfcer: Nicotine ((nmol/mg CreatinineVcigarettc per day) Analytical lab: Harrogate _______ 

Tiroepoint _ Statistic _ Smokers _ Non-Smokers ____ P-value a 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

0.747, 0.420 

SD, SE 

1.5220, 0.2152 

MEDIAN 

0,438 

MIN. MAX 

0.035. 10.964 

5%. 95% 

0.088, 1.178 

#{lt BLQ/A1.Q Values 

WO 

N 

49 

MEAN, GEO MEAN 

0.991,0.449 

SD. SE 

2.9937,0.4277 

MEDIAN 

0.400 

MIN, MAX 

0.025,21.319 

5%, 95% 

0.079,1.504 

n of BLQ/ALQ Values 

070 

N 

46 

MEAN, GEO MEAN 

0.675.0.499 

SD, SE 

0.4695,0.0692 

MEDIAN 

0.564 

MIN, MAX 

0.010,2.207 

5%, 95% 

0.099, 1.570 

H of BLQ/ALQ Values 

070 

N 

50 

MEAN, GEO MEAN 

0.800,0.500 

SD, SE 

1.5812,0.2236 

MEDIAN 

U.499 

MIN, MAX 

0.023, 11.497 

5%, 95% 

0.143,1.399 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Witcoxon tank -sum test 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., ’<1.234’ will he used as ’1.234’) tor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438421 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timcpoim and Overall 

(Page 57 of 264) 


Biomarker: Nicotine (ng/mL) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

1141.8,626.3 

2.2.1.3 



SD.SE 

1210.89,171.25 

4.25.0.53 



MEDIAN 

549.3 

1.0 



MIN, MAX 

12.8, 6329.6 

1.0,24.5 



5%, 95% 

45.8. 3752.0 

1.0, 6.8 


# of BLQ/ALQ Values 

o/o 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

1245.5, 756.4 

2.9, 1.3 



SD, SE 

1251.38,178.77 

13.05, 1.62 



MEDIAN 

835.4 

1.0 



MIN, MAX 

12.2. 6634.3 

1.0,106.2 



5%, 95% 

83.5, 3489.6 

1.0,43 


U of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

1166.7,740.9 

1.2,1.1 



SD, SE 

933.84, 137.69 

1.24,0.15 



MEDIAN 

911.3 

1.0 



MIN, MAX 

5.2, 3630.2 

1.0, 10.S 



5%, 95% 

131.0,3006.4 

1.0. 1.7 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

1167,2.745.0 

2.1, 1.3 



SD, SE 

1017.73,143.93 

5.34, 0.66 



MEDIAN 

815.5 

1.0 



MIN. MAX 

10.1.5531.4 

1.0.42.7 



5%, 95% 

69.4, 295D.7 

1.0,3.3 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g. t t <i.234*wiH be used as '1.234} for the averages across visits within a subject thus eliminating «]J BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 452 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438422 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 58 of 264) 


Bio marker: Nicotine (nmol'L) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 0 

Week I 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

7039.3.3861.3 

13.5,8.1 



SD, SE 

7465.15,1055.73 

26.18,3.25 



MEDIAN 

40017 

6-2 



MIN, MAX 

78.9,39022.0 

6.2,151.0 



5%. 95% 

282.4.23131.! 

6.2,41.9 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

7678.6,4663.2 

18.2,7.7 



SD. SE 

7714.75, 1102.11 

80.42,9.97 



MEDIAN 

5150.2 

6.2 



MfN, MAX 

75.2,40900.5 

6.2, 654.7 



5%, 95% 

514.8,21513,4 

6.2,26.5 


# of BT.Q/AT.Q Values 

0/0 

54/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

7192.6,4567.8 

7.6, 6.8 



SD, SE 

5757.14,848.84 

7.61,0.94 



MEDIAN 

5(518.2 

6.2 



MIN, MAX 

32.1,22380.2 

6,2,64.7 



5%. 95% 

807.6.18534.5 

6.2.10.5 


# of BLQ/ALQ Values 

0/0 

57/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

7196.0,4592.7 

13.1, 8.1 



SD, SE 

6274.31, 887.32 

32.91.4.08 



MF.nrAN 

5027 4 

62 



MIN. MAX 

62.1,34100.9 

6.2,263.2 



5%, 95% 

427.6,18191.3 

6.2,20.3 



* P-value from Wilcoxon rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., <1 .234 v will be used as *1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438423 


• • • 

RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 59 of 264) 


Biomarker Nicotine lOtR/mp/cigarette perday) Analytical Lab: Harrogate 
Timepoint _ Statistic _Smokers 


Non-Smokers 


P-value* 


Week I 


Week 2 


Week 3 


Overall’ 


N 

50 

MEAN, GEO MEAN 

74-5,48.1 

SO, SE 

73.23,10.36 

MEDIAN 

53.8 

MIN, MAX 

4.3,312.7 

5%, 95% 

9.2,287.7 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

103-7,61.0 

SD.SE 

166 97,23.85 

MEDIAN 

55.7 

MIN, MAX 

4.1,1127.4 

5%, 95% 

15.7,307.9 

#ofBLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

85.9, 59.0 

SD.SE 

76.09, 11.22 

MEDIAN 

66.1 

MIN. MAX 

1.7, 374.9 

5%, 95% 

14.7,242.0 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, CEO MEAN 

86.4,60.6 

SD.SE 

93.76,13.26 

MEDIAN 

45.0 

MIN. MAX 

3.4.603.3 

5%, 95% 

20.1,210.8 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in quesiion 4 of the weekly survey for Ihe corresponding week. 
s P-valuc from Wilcoaon rank-sum teat. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification fe.g., '<1.234’will be used as '1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Tabic 14.2 (-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 60 of 264) 


B'omariter: Nicotine ((nmol/LVcijiaretle per day) Analytical Lab: Harrogate _ 

Time-point _ Statistic _ Smokers _ Non-Smokers _ Bvaiue^' 


Week 1 


Week 2 


Week 3 


Overall 


N 

50 

MEAN. GEO MEAN 

459.0,296.6 

SD.SE 

451.47,63.85 

MEDIAN 

331.6 

MIN, MAX 

263.1927.6 

5%, 95% 

56.5,1773.7 

tf of BLQ/ALQ Values 

0/0 

N 

49 

mean, geo mean 

639.3, 376.3 

SD, SE 

1029.33,147.05 

MEDIAN 

343.3 

MIN. MAX 

25.1,6950.1 

5%, 95% 

97.0, 1898.3 

if of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

529.4,364.1 

SD, SE 

46y.06,69.I6 

MEDIAN 

407.3 

MIN, MAX 

10.7, 2311.4 

5%, 95% 

90 3, 1492.0 

# of BLQ/ALQ Values 

m 

N 

50 

MEAN, CEO MEAN 

532.9,373.4 

SD, SE 

578.08,81.75 

MEDIAN 

339.1 

MIN, MAX 

20.7,3719.4 

5%, 95% 

123.7,1299.5 


NA 


Na 


NA 


NA 


NOTE'. Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Court of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.224’ will be used as ‘1.234) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bromarkers of Exposure by Timepoint and Overall 

(Page 61 of 264) 


Bio marker: Nicotine-N-giucuronide (nmol/L) 

Analytical Lab: Harrogate 



Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

49 

62 

<0001 

MEAN, GEO MEAN 

2978.211, 1359.261 

1.810, NA 



SD. SE 

3802.1449.543.1636 

4.2784.0.5434 



MEDIAN 

1405.004 

0.000 



MIN, MAX 

17.879,17624,502 

0.000.22.811 



5%. 95% 

71.514. 11547.045 

0.000,9.248 


# of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

48 

63 

<0001 

MEAN, GEO MEAN 

3456.562, 1750.146 

2.593, NA 



SD, SE 

4353.5928, 628.3870 

12.6584, 1.5948 



MEDIAN 

1479.292 

0.000 



MIN, MAX 

68.432, 25269.102 

0.000, 99.257 



5%, 95% 

121.451,10055.115 

0.000,9.864 


It of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<.000! 

MEAN, GEO MEAN 

2802.102, 1441.503 

1.328, NA 



SD, SE 

2424.2917,361.3921 

4.0898,0.5073 



MEDIAN 

2594.232 

0.000 



MIN, MAX 

12.330, 8494.754 

0.000, 28.976 



5%, 95% 

27.126, 8015.733 

0.000, 6.165 


# nFBLQ/ALQ Values 

0/0 

57/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

2971.557, 1586.553 

1.914, NA 



SD, SE 

3164.2230,447.4887 

5.4016, 0.6700 



MEDIAN 

1558.718 

0.000 



MIN, MAX 

22.503, 14522.685 

0.000,36.579 



5%. 95% 

98.640. 91.35.914 

0.000, 7.707 



a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., *<[.234‘will be used as ‘1.234’) for the averages across visits withina subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1 2 

Statistical Comparison Between Smoke re and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Ttmepoint and Overall 

(Page 62 of 264) 


Biomarker: Nicoline-N-sJucuronide ((nniol/LVciRarelteoerdavl 

Analytical Lab - . Harrogate 




Timepolnt 

Statistic 

Smokers 


Non-Smokers 

P-vaiue‘ 

Week 1 

N 

MEAN, GKO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

7 ofBLQ/ALQ Values 

49 

186.474, 106.209 

226.2210. 32,5173 

100.816 

5.960. 1036.735 

18.187,720.449 

0/0 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

48 

237.481, 137.093 

2673848,38.5937 

139.734 

4.562, 1263 455 

33.044, 730384 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

45 

213.931,113.039 

19B.0646,29.5257 

145.682 

1.192,674.143 

9.042, 555.261 

0/0 



NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MrN, MAX 

5%. 95% 

50 

206.210, 127.824 

200.0369,28.2895 

126.274 

7.501,756.966 

25.616.705.631 



NA 


1 P- value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BIQ/ALQ values does not apply as 
of the quantification (e.g., ’<l,234’will be used as 1.234’) for the averages across visits within a subject thus elimiiiBling all BLQ/ALQ values for the overall statistics. 


the BLQ/ALQ values were converted to the limit 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 63 of 264) 


Blomarker: Nicotinc-N-glucuronide (nrool/24hr) Analytical Lab: Harrogate 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

49 

62 

<0001 

MEAN. GEO MEAN 

4098.496,2293.981 

3.042, NA 



SD.SE 

4O73.6525.58I.9504 

7.0213,0.8917 



MEDIAN 

2740.959 

0.000 



MIN, MAX 

25.209, 22030.628 

0.000,29.594 



5%, 95% 

162.756, 10788.304 

0.000, 22.042 


# Of BLQ/ALQ Values 

0/0 

51/0 


Week 2 

N 

48 

63 

<.0001 

MEAN, GEO MEAN 

4409,210,2738.292 

6.347, NA 



SD.SE 

4279.9893,617.7632 

35,7513,4.5042 



MEDIAN 

3529.189 

0.000 



MIN, MAX 

177.318, 22489.501 

0.000, 282.882 



5%, 95% 

294.258, 11807.486 

0.000, 14.886 


# of BLQ/ALQ Values 

0/0 

54/0 


Week 3 

N 

45 

65 

<.0001 

MEAN, GEO MEAN 

443 7 910,2471.845 

2.326. NA 



SD.SE 

3364.7124, 501 5817 

6.2367, 0.7736 



MEDIAN 

4005.325 

0.000 



MIN, MAX 

17.262, 12487.288 

0.000, 37 669 



5%, 95% 

52.296.10485.827 

0.000, 14.303 


#of BLO/ALQ Values 

0/0 

57/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

4172.890, 2585.250 

3.898, NA 



SD.SE 

3505.6233,495 7700 

13.5723,1.6834 



MEDIAN 

3084.908 

0 000 



MIN, MAX 

26.819,15441.801 

0.000,104.041 



5%, 95% 

199.791, 11219.242 

0.000, 18.618 



8 P-valire from Wilcox on rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of tlie quantification (e.g., ’<1.234’ will be used as U .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438428 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Belween Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 64 of 2641 

Biomarker: Nicotine-N-glucuronlde «nmol/24Iir)/dgarette per davl _ Analytical Lab: Hatrogate _ 

Timepoint _ Statistic _ Smokers ______ Non-Smokers __ P-vatuc* 


Week 1 

N 

49 

NA 


MEAN. GEO MEAN 

266.383,179.244 



SD.SE 

263.2107,37.6015 



MEDIAN 

183.997 



MIN, MAX 

8.403, 1295.919 



5%, 95% 

24,734,837.161 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

48 

NA 


MEAN, GEO MEAN 

325.513, 214.496 



SD.SE 

356.1870, 51.4112 



MEDIAN 

200.027 



MIN, MAX 

19.617. 1880.17! 



5%, 95% 

59.810, 1124.475 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

45 

NA 


MEAN, GEO MEAN 

317.537, 193.835 



SD, SE 

251.3426,37.4679 



MEDIAN 

253.798 



MIN, MAX 

3.452,929.600 



5%, 95% 

9.476.741.273 



# of BL0/AIQ Values 

0/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

295.119,209.508 



SD, SE 

251.5093, 35.5688 



MEDIAN 

189.633 



MIN, MAX 

8.940, 1230.708 



5%. 95% 

43.896,767.442 



NOTE: Values listed were normalized by taking the Original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum tesi. 

Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BEQ/ALQ values were converted to the limit 
of the quantification (e.g., '<c| ,234’will be used as T .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 
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PM3006438429 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Nor-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 65 of 264) 


Biontarker; Ntcotlne-N-clucuronide fnmol/ms Creatinine) 

Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

49 

62 

MEAN, GEO MEAN 

.3.019, 1.886 

0.002, NA 


SD.S6 

2.3754,0.3393 

0.0048,0.0006 


MEDIAN 

2.774 

0.000 


MIN. MAX 

0.024, 12.113 

0.000,0.023 


5%, 05% 

0.135,7.058 

0.000, 0.012 

# Of BLQ/ALQ Values 

0/0 

51/0 

Week 2 

N 

48 

63 

MEAN. GEO MEAN 

3.238. 2.097 

0.006, NA 


SD. SE 

3.1048, 0.4481 

0.0340, 0.0043 


MEDIAN 

2.471 

0.000 


MIN, MAX 

0.153,17.646 

0.000,0.270 


5%, 93% 

0.222, 6.805 

0.000,0.011 

# of BLQ/ALQ Values 

0/0 

54/0 

Week 3 

N 

45 

65 

MEAN, GEO MEAN 

3.372. 1.946 

0.001, NA 


SD, SE 

2.5882, 0.3858 

0.0034, 0.0004 


MEDIAN 

2.840 

0.000 


MIN, MAX 

0.020, 10.645 

0.000, 0.021 


5%. 95% 

0.056, 8-03! 

0.000, 0.008 

tt of BLQ/AT.Q Values 

0/0 

57/0 

Overall’ 

N 

JO 

65 

MEAN. GEO MEAN 

3.169, 2.071 

0.003, NA 


SD, SE 

2.4360,0.3445 

0.0122. 0.0015 


MEDIAN 

2.648 

0.000 


MIN, MAX 

0.025,10.339 

0.000, 0.097 


5%, 95% 

0.190, 8.383 

0.000.0.009 


p. value' 


e.nooi 


<.0001 


<0001 


<0001 


1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits withtn a subject, then calculating the descriptive statistics across subjects. Count of RLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438430 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

iPage 66 of 264) 

Biomarker: Nkutine-N-glucuromde (fnmol/mg CreatinineV'ciRarette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _P-value 1 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

49 

MEAN, GEO MEAN 

0.209,0.147 

SD.SE 

0.1807,0.0258 

MEDIAN 

0.139 

MfN, MAX 

0.008,0.713 

5%, 95% 

0.031,0.679 

tt of BLQ/ALQ Values 

O/O 

N 

48 

MEAN, GEO MEAN 

0.258,0.164 

SD,SE 

0.3189,0.0460 

MEDIAN 

0.151 

MrN, MAX 

0.015, 1.647 

5%, 95% 

0.051,0.882 

# of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

0.251,0.153 

SD.SE 

0.2391, 0.0356 

MEDIAN 

0.165 

MTN, MAY 

0.004, 1.213 

5%, 95% 

0.008.0.710 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.237, 0.168 

SD, SE 

0.2165, 0.0306 

MEDIAN 

0 150 

MIN, MAX 

0.008, 1.065 

5%, 95% 

0.042, 0,590 


NA 


NA 


NA 


NA 


NO lb: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forlhe corresponding week. 

* P-value from Wilcoxon rank-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.2343 for the averages hctioss visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438431 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 67 of 264") 


Biomaricer: Sum of Nicotine and Nicotine metabolites (nmol/rng Creatinine) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value 3 

Week 1 

N 

50 


65 

<.0001 

MFAN r GEO MEAN 

68.467,49.888 


0.073, NA 



SD, SE 

43,2595.6.1178 


0.1188,0.0147 



MEDIAN 

62.776 


0.033 



MIN. MAX 

0.762,171.322 


0.000,0.677 



5%. 95% 

8.06S. 162.785 


0.017,0.340 


# of BLQ/ALQ Values 

o/o 


0/0 


Week 2 

N 

49 


65 

<.0001 

MEAN. GEO MEAN 

69.207, 51.472 


OJ 12, NA 



SD, SE 

45.1471,6.4496 


0.3667,0.0455 



MEDIAN 

63.557 


0.033 



MfN, MAX 

0.520, 177.245 


0.000, 2.938 



5%. 95% 

10.256, 162.182 


0.016, 0.209 


# of BLQ/ALQ Values 

0/0 


0/0 


Week 3 

N 

46 


65 

<.0001 

MEAN, GEO MEAN 

71.913, 53.378 


0.057,0.039 



SD, SE 

46.2520, 6.8195 


0.0733,0.0091 



MEDIAN 

62,122 


0.033 



MIN. MAX 

0.402, 204.M2 


0.011, 0.470 



5%, 95% 

14475.163.660 


0.017, 0.174 


# of BLQ/ALQ Values 

0/0 


0/0 


Overall’ 

N 

50 


65 

<0001 

MEAN, GEO MEAN 

69,731,52.459 


0.081,0.044 



SD, SE 

43.5014, 6.1520 


0.1621,0.0201 



MEDIAN 

64.S14 


0.035 



min, MAX 

0 561, 182.343 


0.011.1.222 



5%, 95% 

10.933,150.824 


0.017,0.255 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as "1,234’) for (lie averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438432 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkets of Exposure byTimepoinl and Overall 

(Page 68 of 264) 

Biomatker: Sum of Nicotine and Nicotine metabolites ((nmol/mg Creatinine Vcitgrette per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic ___ Smokers _ Non-Smokers _ P value* 


Week 1 


Week 2 


Week 3 


Overall 


N 

50 

MEAN, GEO MEAN 

4.963, 3.832 

SD, SE 

4.9765,0.7038 

MEDIAN 

3.716 

MIN, MAX 

0.254, 34.264 

5%, 95% 

1.063,12.963 

tt ofGLQ/ALQ Values 

o/n 

N 

49 

MEAN, GEO MEAN 

6.265,4.153 

SD, SE 

11.2861,1.6123 

MEDIAN 

3.606 

MIN, MAX 

0.173,81.091 

5%, 95% 

1.734,11.330 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

5.325,4.255 

SD, SE 

4.1846, 0.6170 

MEDIAN 

4.197 

MIN, MAX 

0.134.23.794 

5%, 95% 

1.911,10.156 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

5.541,4.232 

SD, SE 

6.4550, 0.9129 

MEDIAN 

4.068 

MiN, MAX 

0.187,46.383 

5%, 95% 

1.877,11.763 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234'will be used as '1 234’) forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438433 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabte 14 2 !-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 69of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mg/24lrr) _ Analytical 1-ah: Harrogate 


Timepoint 

Statistic 

Smokers 

Nort-Smckcis 

P-value* 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

13.490, 9.768 

0.017,0.009 



SD, SE 

8.8670,1.2540 

0.0302,0.0037 



MEDIAN 

13.234 

0.007 



MIN. MAX 

O.I3K 43.641 

0.002.0.157 



5%, 95% 

2.343, 27.701 

0.003, 0.063 


# of BLQ/ALQ Values 

o/o 

0/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

14.364, 10.818 

0.024,0,010 



SD, SE 

8.3444,1.192! 

0.0652, 0.0081 



MEDIAN 

14.(X>4 

0.008 



MIN, MAX 

0.075, 36.320 

0.002,0.499 



5%, 95% 

2.125,33.028 

0.003, 0,056 


# of BLQ/ALQ Values 

0/0 

QtO 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

14.587,10.799 

0.014, 0.009 



SD, Sb 

8.9934, 1.3260 

0.0208, 0.0026 



medtan 

13.707 

0.007 



MIN, MAX 

0.074,41.355 

0.003,0,\36 



5%, 95% 

2.138, 32.720 

0 004. 0 060 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

13.934,10.577 

0.018,0.010 



SD, SE 

8.1211, 1.1485 

0.0336,0.0042 



MEDIAN 

13.706 

0.008 



MIN, MAX 

n fm, 37.247 

0 003. 0.222 



5%. 95% 

2.359.27.579 

0.003, 0.065 



’ P-value front Wtlcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AL Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., Vj.234’will be used as ’1.234T for (he averages acioss visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438434 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 70 of264) 


Biomarhcr: Sum of Nicotine and Nicotine metabolites ((ing/'24hrycigarcttc per day) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.898,0.750 




SD, SE 

0.5491.0.0777 




MEDIAN 

0.786 




MFN, MAX 

0.044, 3.468 




S%, 95% 

0.273,1.684 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

1.118,0.873 




SD, SE 

1.0211,0.1459 




MEDIAN 

0.868 




MIN, MAX 

0.025, 6.647 




5%. 95% 

0.425. 2.761 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

1.023, 0.861 




SD, SE 

0.5242, 0.0773 




MEDIAN 

0.9*2 




MIN, MAX 

0.025, 2.263 




5% 95% 

0,420, 2.083 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

1.008,0,852 




SD, SE 

0.6034, 0.0853 




MEDIAN 

0.955 




MIN, MAX 

0.031,3.585 




5%, 95% 

0.402, 1.810 




NOTE: Values listed were normalized by taking the original biomarkerand dividing it by the numbeT of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sutn test, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BI.Q/Af Q values does not apply as the BT.Q/AI.Q values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’1.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438435 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Compamnn Retween Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 71 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (mc/roc Creatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

0.011, NA 

0.000, NA 



SD, SE 

0.0071,0.0010 

0.0000. 0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000,0.028 

0.000,0.000 



5%, 95% 

0.001,0.026 

0.000, 0.000 


ft of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

0.011, NA 

0.000, NA 



SD, SE 

0.0073, 0,0010 

0.0000,0.0000 



MEDIAN 

0.010 

0.000 



MTN, MAX 

0.000, 0.029 

0.000, 0.000 



5%. 95% 

0.002. 0.020 

0.000,0,000 


# of BLQ/ALQ Values 

o/o 

0/0 


Week 3 

N 

40 

65 

<.0001 

MEAN, GEO MEAN 

0.012, NA 

0.000, NA 



SD, SE 

0.0075, 0.0011 

0.0000,0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000. 0.033 

0.000, 0.000 



5 %, 95% 

0.002,0.027 

0.000,0.000 


It of BLQ/ALQ Values 

0/0 

010 


Overall" 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

0.011, NA 

0.000, NA 



SD, SE 

0.0071,0.0010 

0.0000, 0.0000 



MEDIAN 

0.010 

0.000 



MIN, MAX 

0.000, 0.030 

0.000,0.000 



5%, 95% 

0.002, 0.024 

0.000,0.000 



1 P-value from Wilcoxon rank-sum tesl. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g., NL,234’will be used as T.234’) for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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PM3006438436 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Biomaricers of Exposure by Timepoint and Overall 

(Page 72 of 264) 

Biomarker: Sum of Nicotine and Nicotine metabolites ((mg/mg CreaiinineVcigareUg per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic Smokers ___ Non-Smokers _ P-valuc* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

50 

MEAN, GEO MEAN 

0.001. NA 

SD, SE 

0.0009,0.0001 

MEDIAN 

0.001 

MIN, MAX 

0.000,0.006 

5%, 95% 

0.000,0.002 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0019,0.0003 

MEDIAN 

0.001 

MIN, MAX 

0.000,0.013 

5%, 95% 

0 000.0.002 

# ofBLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0007, 0.0001 

MEDIAN 

0.001 

MTN, MAX 

o non, 0.004 

5%, 95% 

0.000,0.002 

tt of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.001, NA 

SD, SE 

0.0012, 0.0002 

MEDIAN 

0 001 

MIN, MAX 

0.000,0.008 

5%, 95% 

0.000.0.002 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< l .234’will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438437 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biotrtarkers of Exposure by Timepaint and Overall 

(Page 73 of264) 


Biomarker. Sum of Nicotine and Nicotine metabolites (nmol/24hr) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

50 

65 

<000! 

MEAN, GEO MEAN 

S3153.584,60208.410 

105.530,54.081 



SD. SE 

54657.1227.7729.6845 

186.1554,23.0897 



MEDIAN 

81571.855 

44.994 



MIN, MAX 

807.495, 269008.088 

13.634,965.245 



5%, 95% 

14441.244, 170748.968 

17.554,388.382 


ti of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

88539.575,66686.156 

145.907,62.366 



SD, SE 

51435.3073,7347.9010 

401.7923,49.8362 



MEDIAN 

86689.522 

49.426 



MIN, MAX 

463.520, 223877 537 

12.603,3077.553 



574, 95% 

13096.445,203586.824 

17.436,344.801 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

89914.281,66565.555 

85.407, 54.691 



SD, SE 

55436.2027,8173.6222 

128.0726. 15.8854 



MEDIAN 

84489.955 

45.164 



MIN, MAX 

455.443,254916.322 

17.387,838.565 



574, 05% 

13178.209,201686.943 

22.786,368.107 


#ofBLQ/AJQ Values 

0/0 

0/0 


Overall 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

85889.343,65200.410 

112.281,61.187 



SD, SE 

50059.2543, 7079.4476 

207.3678,25.7208 



MEDIAN 

84461.890 

48.290 



MIN, MAX 

575.486, 229597.547 

16.995. 1369.102 



5%. 95% 

14539.033,169998.026 

21.248,401.405 



3 P-value from Wiicoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
Ofthe quantification (eg., 'd.234'will be used as '1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438438 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere ofExposure by Time point and Overall 

[Page 74 of264) 


Biomarker. Sum o f Nicotine and Nicotine metabolites <lnmoE24hrycigaiette per day) Analytical Lab: Harrogate 
Time point _ Statistic _ Smokers _ 


Week 1 


Week 2 


Week 3 


Overall" 


N 

MEAN, CEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 

ft of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN. GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

If of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

5533.031,4625.021 
3384.8254,478.6866 
4847.574 

269.165.21374.817 
1679.783,10379.541 
0/0 

49 

6892.27.3.5380.358 

6294.2825,899.1832 

5348.991 

154.507,40974.206 

2619.289,17016.199 

0/0 

46 

6307.558,5306.163 
3231.3395,476.4350 
6055.057 

151.814, 13950.879 
2586.936. 12841.396 
0/0 

50 

6214.769,5252.453 
3719.8748, 526.0697 
5888.948 

191.829,22102.107 
2475.432, 11156 032 


Non-Smokers 


P-vaiue* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. _ 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234'will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438439 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smoker's of 24-Uour Urine Bio markets of Exposure by Timepoint and Overall 

(Page 75 of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmol/L) 

Analytical Lab: Harronate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 


MEAN, GEO MEAN 

53238.5,35233.1 

60.0.33.2 


SD, SE 

44982.55, 6361.49 

113.33,14.06 


MEDIAN 

40007.4 

22.9 


MIN, MAX 

572.7,228943.1 

17.1,822.3 


5%, 95% 

5370,5,128475,6 

17.1,184.7 


# of BLQ/ALQ Values 

0/0 

0/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

62854,0.43105.3 

80.2,36.4 


SD. SE 

51855.77. 7407.97 

187.75.23.29 


MEDIAN 

51484.6 

23.5 


MIN, MAX 

515.0,251547.8 

17.1.1079.8 


5%, 95% 

10010.5,175038.6 

17,1,202.6 


# of BLQ/ALQ Values 

o/o 

0/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

53561.0,39002.7 

45.9,29,4 


SD, SE 

36385.03, 5364.68 

82.65,10.25 


MEDIAN 

45888.2 

19.7 


MIN, MAX 

434.6, 161187.4 

17.1,645.0 


5%, 95% 

9549.4,124561.5 

17.1,1294 


# of BLQ/ALQ Values 

0/0 

0/0 

Overall’ 

N 

50 

65 


MEAN, GEO MEAN 

55931.5,40417.7 

62.1,35.5 


SD, SE 

39513,50,5588-05 

105.04,13.03 


MEDIAN 

44451.7 

25.8 


MIN, MAX 

507.4, 177780.1 

17.1,555.8 


5%, 95% 

8324.0,129505.1 

17,1,238.2 


P-value' 


<0001 


<.0001 


<■0001 


<0001 


‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ^ 1.234’will be used as 1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438440 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistics! Comparison Between Smokers and Non-Smokers of 14-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

("Page 76 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites {(nmol/LVcicarctte per day) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value' 

Week I 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

tf of BLQ/ALQ Values 

50 

3482.0, 2706.5 
2373.66,335.69 
2775A 

190.9,10706.3 
879.4,8428.7 

0/1) 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

49 

4789.0, 3477.8 
4453.70,636.24 
3777.3 

171.7, 26435.0 
1287.1, 13281-7 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

46 

4222.5, 3109 1 
4026.79.593.72 

3189.7 

144.9,24912.3 

1250.6, 11279.6 
0/0 



NA 

Overall* 

N 

MEAN, GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

50 

4157.8,3236.2 

3182.56,450.08 

3658.4 

169.2, 19091.7 
1248.9,9143.4 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 
a P-valne from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as ’L234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438441 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smoketn and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Pane 77 of 254) 


Biomarker. Sum of Nicoline and Nicotine metabolites (mg/Lj 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

5ft 

65 

<.0001 

MEAN, GEO MEAN 

8.6,5.7 

0.0, NA 



SD, SE 

7.30,1.03 

0.02,0.00 



MEDIAN 

6.5 

0.0 



MIN. MAX 

0.1,37.1 

0.0,0.1 



5%. 95% 

0.9,20.8 

0.0,0.0 


it Of BLQ/ALCJ Values 

o/o 

o/o 


Week 2 

N 

w 

65 

C.OOOI 

MEAN, GEO MEAN 

10.2,7.0 

0.0, NA 



SD, SE 

8.41,1.20 

0.04,0.00 



MEDIAN 

8,4 

0.0 



MIN. MAX 

0.1,40.8 

0.0,0.2 



5%, 95% 

1.6,28.4 

0.0,0.0 


V of BLQ/ALQ Values 

0/0 

0/0 


Week ? 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

8.7,6.4 

0.0, NA 



SD, SE 

5.90,0.87 

0.01, 0.00 



MEDIAN 

7.5 

0.0 



MIN, MAX 

0.1,26.1 

0.0,0.1 



5%, 95% 

1.5,20.2 

0.0, 0.0 


ft of BLQ/ALQ Values 

o/o 

o/o 


Overall' 

N 

50 

65 

<.0001 

MEAN. GEO MEAN 

9.1.6.6 

0.0, NA 



SD, SE 

6.41,0.91 

0.02,0.00 



MEDIAN 

7.2 

0.0 



MIN, MAX 

0.1,28.8 

00 , 0.1 



5%, 95% 

1.4,21.0 

0.0,00 



" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T .2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438442 


• • • 

RSR 

Protocol No, PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1 -2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Face 78 of 264) 

Biomarker: Sum of Nicotine and Nicotine melaboliles ((m g/Lyci garelte per day) _ Analytical Lab: Hairogate _ 

Timepoint _ Statistic __ Smokers _ Non-Smokers _ F-value* 


Week I N 50 

MEAN, GEO ME AN 0.6, N A 

SD.SE 0.39.0.05 

MEDIAN 0.5 

MIN, MAX 0.0,1.7 

5%, 95% 0.1, 1.4 

ft of BLQ/ALQ Values 0/0 

Week 2 N 49 

MEAN. GEO MEAN 0.8, NA 

SD.SE 0.73,0.10 

MEDIAN 0.6 

MLN, MAX 0.0,4.3 

5%, 95% 0.2,2.2 

ft of BLQ/ALQ Values 0/0 

Week 3 N 46 

MEAN, GEO MEAN 0.7, N A 

SD.SE 0.65,0.10 

MEDIAN 0.6 

MIN, MAX 0.0,4.0 

5%, 95% 0.2,1.8 

# of B LQ.'ALQ Values 0/0 

Overall' N 50 

MEAN, GEO MEAN 0.7,NA 

SD, SE 0.52,0.07 

MEDIAN 0.6 

MIN, MAX 0.0,3.1 

5%. 95% 0.2.1.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-vallse from Wilcoxan rank -sum test 

" Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted 10 the limit 
of the quantification (e.g., N 1.234* wilt be used as *1.214*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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PM3006438443 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 79 of 264) 


Biomarker; Total J-liydroxycolinine (ug/24hr) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P~value' 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

7831.126,5355.823 

8.345. 3.989 



ST), SE 

6001.9523, 848.8042 

14.4819.1 .7963 



MEDIAN 

7518.912 

3,000 



MIN, MAX 

80.370,31233,615 

0.800, 84.568 



5%. 95% 

795.900, 18631.252 

1.140,40.870 


U of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<*.0001 

MEAN, GEO MEAN 

8569.600.6203.499 

11.570,4.793 



SD.SE 

5412.4118,773.2017 

26.0279.3.2284 



MEDIAN 

7610.064 

3.150 



MIN. MAX 

48,420, 22147.192 

1.000, 191.422 



5%, 95% 

642.508,19677.560 

1.148,43.240 


U of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<0001 

MEAN. GEO MEAN 

8483.711,5938.857 

7.990,4.094 



SD, SE 

6120.1667, 902.3694 

145318, 1.8024 



MEDIAN 

6586.053 

3219 



MIN, MAX 

52.295. 27454.900 

1.068, 89.830 



5%, 95% 

1258.180,18489.870 

1.350, 44.835 


U of BLQ/ALQ Values 

0/0 

25/0 


Overall' 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

8179.595,5975.973 

9.301,4690 



$D,$E 

5444.3965, 769.9539 

16.0740, 1.9937 



MEDIAN 

6813.151 

3.309 



MIN. MAX 

60.362,23472.750 

1.067,97.065 



5%, 95% 

827.503,20711.634 

1.355,42.982 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the qua nti heat ion (e.g., '<1.234' will be used as '1.2J4') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438444 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table l-U 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 80 of 264) 


Biomaikcn Total 3-hydroxycDti nine (nmal/24hr) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Nun-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

40745,351,27866,345 

43.415. 20.752 



SD, SE 

31228.1578, 4416.3284 

75.3495,9.3459 



MEDIAN 

39120.900 

15.609 



MIN, MAX 

418.155, 162508.499 

4.162,44(1.007 



5%, 95% 

4141.068,96938.404 

5.931,212.647 


H of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

44587.629,32276,804 

60.197,24.940 



SD, SE 

28160.7785,4022.9684 

135.4230,16.7972 



MEDIAN 

39595.163 

16.389 



MIN. MAX 

251,929.115231.840 

5.203,995.969 



5%, 95% 

4383.569. 102382.345 

5.973, 224.978 


# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

44140.746,30899.874 

41.570,21.301 



SD, SE 

31843.2274,4595.0277 

75.6090, 9.3781 



MEDIAN 

34267.231 

16.748 



MIN, MAX 

272.091, 142847.845 

5.557, 467.385 



5%. 95% 

6546.311, 96202.794 

7 024, 233.7.77 


# of BLQ/ALQ Values 

(V0 

25/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

42558,433,31092.983 

48-394,24.402 



SD, SE 

28327.1955,4006.0704 

83.6332, 10.3734 



MEDIAN 

35448.825 

17,217 



MIN, MAX 

714062, 122128.717 

5 440. 405 07.9 



5%. 95% 

4305.496. 107762.632 

7.048, 223.634 



* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overatl statistics. 
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PM3006438445 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomarkers of Exposure by Timepoint and Overall 

(Page 81 of 264) 


Biomarker: Total 3-hydroxycotinine {{pg/Z4hr)/cigangttg per day) 


Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

515.834.411.417 




SD.SE 

327.1857,46.2710 




MEDIAN 

470.075 




MIN, MAX 

26.790. 1738.618 




5%. 95% 

92,813, 1160.539 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN. GEO MEAN 

658.768, 500.509 




SD. SE 

565.0482, 80.7212 




MEDIAN 

529.433 




MIN, MAX 

16.140,3571.898 




5%, 95% 

226.150,1632.510 



if of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN. GEO MEAN 

592.291,473.406 




Sl>, SE 

368.0561,54.2669 




MEDIAN 

506.162 




MIN, MAX 

17.432, 1676.349 




5%, 95% 

9.22.522,1418.901 



# of BLQ/ALQ Values 

m 



Overall' 

N 

50 


NA 

MEAN, OEO MEAN 

5 H 8.904,478.775 




SD.SE 

363.6626,51.4297 




MED [AN 

499.268 




MIN. MAX 

20.171,9030 196 




5%, 95% 

199.073,1303.658 




NOTE: Values listed were normalized by taking the original biomaricer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438446 



RSR 

Protocol No. PM-S450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 82 of 264) 


Biomarker: Total 3-hydroxycotininc ((nmol/24hr)/cigarctte per day ) 


Analytical Lab; Harrogate 


Timcpoim 

SiaiisTic 

Smokers 

Non-Smokers 

P-valuc’ 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

2683.886.2140.604 




SD.SE 

1702.3472,240.7483 




MEDIAN 

2445.801 




MIN, MAX 

139.388, 9046.030 




5%, 95% 

482.904. 6038.287 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN, GEO MEAN 

3427.569. 2604.150 




SD.SE 

2939.9458,419.9923 




MEDIAN 

2754.642 




MIN, MAX 

R3.976, 18584.583 




5%, 95% 

1176.658, 8493,950 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

3081.692,2463.133 




SD.SE 

1914.9958,282.3507 




MEDIAN 

2633.560 




MIN, MAX 

90.697, 8722.043 




5%, 95% 

1 157 784, 7382.540 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

3064.067, 2491.068 




SD.SE 

1892.1364,267.5885 




MEDIAN 

2597.689 




MIN, MAX 

104 687, 10563.111 




5%, 95% 

1035.779,6782.93! 




’ NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

: ' P-value from wilcoxon rank-sum test. 

* Overall values calculated by first averaging (he results across visits within a subject, then calculating ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to ilie limit 
of the quantification (c.g., *<! .234* will he used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438447 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 

Table 14 21-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 83 of264) 


Biomaiker: Tola! 3-hydrcwycoi inine (uB.me Creatinine) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smoke re 

Non-Smokere 

P-value'" 

Week l 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

6.449,4.438 

0.006. NA 



SD, SE 

4.6629,0.6594 

0.0098.0,0012 



MEDIAN 

5.375 

0.002 



MIN, MAX 

0.076,18.383 

0,000, 0,052 



5%. 95 % 

0.370, (5.997 

0.001,0.022 


tf of BLQ/ALQ Valuta 

o/o 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN. GEO MEAN 

6.772,4.788 

0.008. NA 



SD, SE 

4.9259,0.7037 

0.0156, 0.0019 



MEDIAN 

5.554 

0.002 



MIN. MAX 

0.054.20.024 

0.000, 0.099 



5%, 95% 

0.503,18.134 

0.001,0.027 


M of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

6.924,4.762 

0.005,0.003 



SD, SE 

5.3191.0.7843 

0.0080, 0.0010 



MEDIAN 

5.015 

0.002 



MIN, MAX 

0.046,23.294 

0.001,0.050 



5%, 95% 

1.148, 17 524 

0.001.0.021 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

6.692,4.787 

0.006, 0.003 



SD, SE 

4.8008,0.6789 

0.0095,0.0012 



MEDIAN 

5.297 

0.003 



MIN, MAX 

0 050, 70 T05 

0 001,0.046 



5%, 95% 

0.653,16.414 

0.001,0.026 



* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g,. ’<1.234* will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438448 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 84 of 2641 


Biomsikcr: Total 3-hvdroxycotinine fiunolfmg Creatinine l Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Weekl 

N 

51) 

65 

<.0001 

MEAN, GEO MEAN 

33.556, 23,089 

0.030, NA 



SD.SE 

24.2611,3.4310 

0.0509,0.0063 



MEDIAN 

27.964 

0.010 



M!N, MAX 

0.395.95.647 

0.000,0.271 



5%,95% 

1.925, 83.232 

0.005,0.114 


ff of BLQ/ALQ Values 

o/o 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

35.235, 24.911 

0.040. NA 



SD, SE 

25.6293,3.6613 

0.0811,0.0101 



MEDIAN 

28.897 

0.010 



MIN, MAX 

0.281.104.185 

0.000,0.515 



5%, 05% 

2,617,94.351 

0.005,0.140 


U nf BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

36.028,24.775 

0.026,0.015 



SD, SE 

27.6752,4.0805 

0.0415,0.0051 



MEDIAN 

26.091 

0.010 



MIN, MAX 

0239, 121.199 

0.005,0.260 



5%. 95% 

5.973.91.177 

0.005,0.109 


# Of BLQ/AI.Q Values 

0/0 

25/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

34,818, 24.906 

0.032, 0.017 



SD, SE 

24.9784,3.5325 

0.0493, 0.0061 



MF.njAN 

27 557 

0.016 



MIN, MAX 

0.305,105,075 

0.003,0.241 



5%, 95% 

3.399, 85.402 

0.005,0.135 



‘ P-value from Wilcorton rank-sum test. 

* Overall values calculated by fitsr averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.224* will be used as T.2341 for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438449 



RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 85 of 264) 


Biomarker: Total 3-hydroxycotinine ((ua/ms Crearinineydgarene per day) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

50 

MEAN, GEO MEAN 

0.457,0.341 


SD, SE 

0.4171,0.0590 


MEDIAN 

0.376 


MIN, MAX 

0.021.2.536 


5%, 95% 

0.077, 1.054 

tt of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 

MEAN, GEO MEAN 

0.595,0.386 


SD, SE 

0.9893. 0.1413 


MEDIAN 

0.377 


MIN, MAX 

0.018,7.069 


5%, 95% 

0 139,1.211 

# of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 

MEAN, GEO MEAN 

0.511,0.380 


SD, SE 

0.4645, 0.0685 


MEDIAN 

0.381 


MIN, MAX 

0.015, 2 859 


5%. 95% 

0.151,1.165 

H of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 

MEAN. GEO MEAN 

0.524, 0.384 


SD, SE 

0.5899, 0.0834 


MEDIAN 

0.406 


MIN. MAX 

0.019. 4.155 


5%. 95% 

0.163,1.346 


P value' 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted tnthe limit 
of the quantification (e.g., '-el .234' will be used as'] .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438450 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No, 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

{Page 86 of 264) 

Biomarker; Total 3-hydroxy eotimne ((nmol/mg CreatmineVcigarette per day) Analytical Lab: Harrogate _ 

Timepoim _ Statistic _ Smokers ___ Non-Smokers _P-value* 


Week 1 

N 

SO 

NA 


MEAN. GEO MEAN 

2.376. 1 774 



SD.SE 

2.1705, 0.3070 



MEDIAN 

1.956 



MIN, MAX 

0,107,13.195 



5%. 95% 

0.401. 5.486 



U of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 

NA 


MEAN, GEO MEAN 

3.097, 2.010 



SD.SE 

5.1472,0.7353 



MEDIAN 

1.964 



MIN. MAX 

0.094,36.780 



5%, 95% 

0.725, 6.299 



ft of BLQ/ALQ Values 

0/0 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

2,659, 1.975 



SD.SE 

2.4170,0.3564 



MEDIAN 

1,981 



MIN, MAX 

0.080, 14.876 



5%. 95% 

0786,6.061 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

2.726, 1999 



SD, SE 

3.0691,0.4340 



MEDIAN 

2.113 



MIN, MAX 

0.102,21.617 



5%, 95% 

0.850. 7.002 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234'will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the ovcralf statistics. 
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PM3006438451 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 87 of264) 


Biomaricer: Total 3-hydroxycotininc (nft/mL) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

F-value* 

Wees 1 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

4845.2,3134.1 

5.3,2.4 



SD.SE 

4478.12,633.30 

12.40,1.54 



MLD1AN 

3846.4 

1.5 



MFN, MAX 

57.0, 26581.8 

1.0, 96.1 



5%, 95% 

547.1, 12291.4 

1.0.18.0 



# of BLQ/ALQ Values 

0/D 

23/0 


Week 2 

N 

49 

65 

<0001 


MEAN, GEO MEAN 

5978.4,4009.9 

7.7,2.8 



SD.SE 

4841.56,691.65 

22.20,2.75 



MEDIAN 

4802.7 

2.0 



MIN, MAX 

53.8,23327.3 

1.0,169.4 



5%, 95% 

807.0, 16284.7 

1.0, 26.2 



# of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

5051.2.3479.7 

4.4,22 



SD.SE 

4249.51,626.56 

9.19. 1.14 



MEDIAN 

4050.7 

1.4 



MIN. MAX 

49.9, 23404.7 

3.0, 69.1 



5%. 95% 

703.4. 12479.5 

1.0. 15.6 



# of BLQ/ALQ Values 

0/0 

25/0 


Overall’ 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

5246.8,3729.5 

5.8,2.7 



SD.SE 

3898-69, 551.36 

11,54. 1.43 



MEDIAN 

4 7*6 8 

2.1 



MIN, MAX 

53.6,18644.1 

1.0.66.3 



5%, 95% 

745.1, 11100.3 

1.0, 18.6 



' P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as '1.234’) fnr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438452 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


I 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 88 of 264} 


Biomarken Total 3-hydroxycotinine (nmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Wert 1 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

25209.6,16307.0 

27.8.12.7 



SD, SE 

23299.65,3295.07 

64.53,8.00 



MEDIAN 

20012.6 

7.8 



MIN. MAX 

296.6, 138305.1 

5.2, 500.0 



5%, 95% 

2840.6,03952.2 

5.2,93.7 


it of BLQ/ALQ Values 

0/0 

23/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

31105.5,20863.4 

40.2,14.5 



SD, SE 

25190.66,3598.67 

115.52,14.33 



MEDIAN 

24988.4 

10.4 



MIN, MAX 

279.9,121371.9 

5.2,881.4 



5%, 95% 

4198.8, 84729.3 

5.2, 136.3 


V of BLQ/ALQ Values 

0/0 

15/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

26281.4,18105.1 

22.7,11.4 



SD, SE 

22110.22.3259.97 

47.79,5.93 



MEDIAN 

21075.5 

7.3 



MIN, MAX 

259.6, 121774.7 

5.2,359.5 



5%. 95% 

3659.8.64930.8 

5.2,81.2 


# of BLQ/ALQ Values 

0/0 

25/0 


Overall 

N 

50 

65 

<000! 

MEAN, GEO MEAN 

27299.0,19404.3 

30.2, 14.3 



SD, SE 

20284.91,2868.72 

60.02, 7.44 



MEDIAN 

24905.7 

10.7 



MIN. MAX 

278.7,97005.2 

5.2, 344.8 



5%, 95% 

3876.6. 577549 

5.2,96.8 



* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., *<].234’will be used as *1.234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics, 
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PM3006438453 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikcrs of Exposure by Timcpoint and Overall 

(Page 89 of264) 

Biomarker: Total 3-hydroxycotininc ((nfl/mL')/ciRarette per day) Analytical Lab: Harrogate _____ 

Timcpoint _ Statistic _ _ _ Smokers _ Non-Smokers _ P-value 3 


Week I 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN. GEO MEAN 

318.3.240.8 

SD, SE 

225.62,31.91 

MEDIAN 

247.1 

MIN, MAX 

19.0, 886.1 

V/o,95% 

59.0, 794.9 

# of DLQ/ALQ Values 

0/0 

N 

49 

MEAN. GEO MEAN 

459.8,323.5 

SD, SE 

434.21,62.03 

MEDIAN 

361.8 

MIN, MAX 

17.9,2304.5 

5%, 95% 

100.8, 1254.0 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

403.0,277.4 

SD, SE 

467.53, 68.93 

MEDIAN 

294.0 

MIN, MAX 

16.6,2993.5 

5%, 95% 

94.8. 1017.6 

#orBLQ/AT.Q Values 

0/0 

N 

SO 

MEAN, GEO MEAN 

395.9,297.1 

SD, SE 

328.26.46.42 

MEDIAN 

305.0 

MIN, MAX 

17 8, 1912 .7 

5%, 95% 

104.8,924.4 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from WUcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438454 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 90 of 264) 


Biomarker: Total 3-hydroxycolinine ((nmol/p/cigarette per day) 


Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokcis 

P-value’ 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

1656.1. 1252.7 




SD.SE 

1173.92.166.02 




MEDIAN 

1285.7 




MIN, MAX 

98.9,4610.2 




5%, 95% 

306.7,4135.8 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN. GEO MEAN 

2392.5,1683.3 




SD.SE 

2259.19, 322.74 




MEDIAN 

1882 5 




MIN, MAX 

93.3,11990.1 




5%. 95% 

524,4, 6524,6 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEQ MEAN 

2096.7, 1443.2 




SD, SE 

2432.56, 358.66 




MEDIAN 

1529.8 




MIN, MAX 

86.5, 15575.1 




5%, 95% 

493.0, 5294.6 



# of BLO/ALO Values 

0/0 



Overall' 

N 

50 


NA 

MEAN, GEO MEAN 

2060.0, 1545.7 




SD, SE 

1707.96,241.54 




MEDIAN 

1586.8 




MIN, MAX 

92.9, 9949.3 




5%, 95% 

545.2, 4809.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234'will be used as *1,234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft; 22 October 2003 


Page 485 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 


PM3006438455 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 91 of 264) 


Biomarker: Total Couni ne (pg/24hr) Analytical Lab; Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

4878.376.3421.217 

5.320.2.894 



SD, SE 

3440.7648,486.5976 

8.2060, 1.0178 



MEDIAN 

4470.819 

2.265 



MIN, MAX 

44.556,17099.775 

0.570,46.593 



5%. 95% 

720.720, 10349.625 

1.030,23.940 


# of BLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

5021.687.3664.557 

6.388.3.245 



SD, SE 

3238.0901,462.5843 

12.6004, 1.5629 



MEDIAN 

5068.690 

2.740 



MIN, MAX 

25.650, 16352.593 

0.625,95.190 



5%, 95% 

735.694,11710.980 

0.915, 17.978 


# of BLQ/ALQ Values 

0/0 

32/0 


Week? 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

5092.021,3687.215 

4.722, 2.969 



SD, SE 

3093.8123,456.1577 

7.0846, 0.8787 



MEDIAN 

5049.495 

2.450 



MIN, MAX 

21.379, 13322.126 

0.990,43.940 



5%, 95% 

538.890,10641.330 

1.200, 14.945 


# of BLQ/AI.Q Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

4922.139, 3635.756 

5.476, 3.257 



SD, SE 

3018.0300,426.8139 

8.0065,0.9931 



MEDIAN 

50S0.985 

2.658 



MIN, MAX 

30 578. 13147 481 

0 967,48 539 



5%, 95% 

834.401,10962.570 

1.181.21.198 



a P-vaiue from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’ will be used as *1.234') for l he averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 486 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 




PM3006438456 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Brume rivers of Exposure by Timepoint and Overall 

(Page £2 of 264} 


Biomarkcr. Total Cotinine (nmol/24hr) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokets 


P-value* 


Week 1 

N 

50 

65 

<0001 


MEAN. CEO MEAN 

27684.781. 19415.407 

30.188, 16.426 



SD.SE 

19526.3404,2761.4415 

46.5690, 5.7762 



MEDIAN 

25371.898 

12.854 



MIN. MAX 

252.855,97041.223 

3.235, 264.415 



5%, 95% 

4090.086.58734.122 

5.845, 135.860 



# of BLQ/ALQ Values 

O/O 

33/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

28498.074,20796.363 

36.250, 18.415 



SD.SE 

18376.1613. 2625.1659 

71.5075, 8.8694 



MEDIAN 

28764.816 

15.550 



MIN, MAX 

145.564,92800.965 

3.547.540.203 



5%, 95% 

4175.063,66459.812 

5.193,102.025 



II of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<0001 


MEAN, GEO MEAN 

28897.221,20924.944 

26.797. 16.847 



SD, SE 

17557.3848, 2588.6952 

40.2052,4.9868 



MEDIAN 

28655.882 

13.904 



MIN, MAX 

121.326,75603.065 

5.618,249.360 



5%, 95% 

3058.201,60389.548 

6.810, 84.813 



# of BLQ/ALQ Values 

0/0 

39/0 


Overall" 

N 

50 

65 

<0001 


MEAN, GEO MEAN 

27933.141.20632,919 

31.079. 18.485 



SD, SE 

17127.3203,2422.1689 

45.4372, 5,6358 



MEDIAN 

28834.590 

15.082 



MIN, MAX 

173.248, 74583.582 

5.486,273.461 



5%, 95% 

4735.227,62212.586 

6.704, 120.299 



1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fitst averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’wil! be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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| 

\ 

i 

i 

I 

i 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepomf and Overall 

(Page 93 pf264) 


Biomarkcr; Total Cotinroe tt ust24brvcifiarene per day) 
Tiuteooint Statistic*- 

Analytical Lab: Harrogate 

Vl A. (' -- »t _ ___ 

Week 1 

N 

DJJArai&io 

50 

jw on'bmcken 

MEAN, GEO MEAN 

329.496. 262.807 



SD.SE 

255.9854. 36.2018 



MEDIAN 

265.098 



MIN. MAX 

14.852.1709.978 



5%, 95% 

67.906,733.236 


# of BLQ/ALQ Values 

0/0 


Week 2 

N 

49 


MEAN, GEO MEAN 

387.177,295.663 



SD.SE 

348.4011.49.7716 



MEDIAN 

285.478 



MIN, MAX 

8.550, 1900-378 



5%, 95% 

148.824,1113.879 


if of BLQ/A.LQ Varies 

0/0 


Week. 3 

N 

46 


MEAN. GEO MEAN 

366.558,293.920 



SD, SE 

216.7281.31.9548 



MEDIAN 

305.509 



MIN, MAX 

7.126,918.949 



5%, 95% 

104.652, 84S.604 


# of BLQ/ALQ Values 

(1/0 


Overall* 

N 

50 


MEAN, GEO MEAN 

359.150,292.773 



SD, SE 

239.4210, 33.8592 



MEDIAN 

280.147 



MIN. MAX 

10.178, 1.378.107 



5%, 9j% 

136.146.735.186 



P-value* 

NA 


na 


NA 


NA 


NOTE: Values listed were normalized by lairing the original biomarker and dividing it by the number of cigarettes found in question 4 oj^hTweekiysiirvey for the «srrespor.(fe<> week 
* P-value from Wilcoxon rank-sum test, 

‘ Overall values calculated by first averaging the results across visits wlfflin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quamificattoti (eg., '<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438458 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smukere and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 94 of 2641 


Biomarker Total Coiinine ((nmol/24hrVci(:arene per day) 
limepomt_Statistic_ 


Analytical Lab: Harrogate 
_ S makers _ 


Non-Smokers 


P-vatae" 


i 


i 


i 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 957a 

U ufBLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%. 95% 

# of BLQfALQ Values 
N 

MEAN. OEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

U of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

1869.889, 1491.430 
1452.7166.205.4451 
1504.427 
84.285,9704.122 
385.369,4161.114 
0/0 

49 

2197.228, 1677.887 
1977.1759,282.4537 
1620.085 

48.521, 10784.643 
844.576, 6321.264 
0/0 

46 

2080.214.1667,997 
1229.9317,181.3435 
1733.765 
40.442, 5215.035 
593-900,4798.80O 
0/0 

50 

2038.178, 1661.487 
1358.7135, 192.1511 
1589.832 
57.749, 7820.754 
772.628,4172.178 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarfcer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Couni of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
cflhe quantification (e.g., ’<1 .234*will be used as ’1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438459 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers 9bd Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 95of264) 


Biomarker: Total Cotinin e Ipg/mg Crealintne)_ Analytical Lab: Harro gate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

50 

65 

<.0001 


MEAN. GEO MEAN 

3.957, 2.835 

0.004, NA 



SD.SE 

2.4437, 0.3456 

0.0057, 0.0007 



MEDIAN 

1861 

0,002 



MIN, MAX 

0.042,10.371 

0.000, 0.033 



5%, 95% 

0.473, S.403 

0.001.0.015 



#oFBLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<.0001 


MEAN, GEO MEAN 

3.842, 2.829 

0.005, NA 



SD, SE 

2.5305, 0.3615 

0.0114, 0.0014 



MEDIAN 

3.699 

0002 



MIN, MAX 

0.029.12.8.3! 

0.000, 0.091 



5%, 95% 

0.636,8.239 

0,001,0.014 



# of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<.0001 


MRAN. GEO MEAN 

4.042. 2.957 

0.003. 0.002 



SD, SE 

2.6149, 0.3855 

0.0044, 0.0005 



MEDIAN 

3.681 

0.002 



MIN. MAX 

0.019, 11.859 

0.001,0.025 



5%, 95% 

0.832, 9.415 

0.001,0.008 



# of BLQ/ALQ Values 

0/0 

39/0 


Overall* 

N 

50 

65 

<.0001 


MEAN, GEO MEAN 

3.950,2.935 

0.004.0.002 



SD, SE 

2.4396,0.3450 

0.0061,0.0008 



MEDIAN 

3.804 

uwi 



JVHN, MAX 

0.030,10.694 

0.001,0.042 



5%, 95% 

0.733, 8.810 

0.001,0.015 



* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., '<1,234' will be used as’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values forthe overall statistics. 
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PM3006438460 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Riomarkers of Exposure by Timepoint and Overall 

(Page 96 of 254) 


Biomarker: Total Cotinine fnmo!/mc Creatinine) 

Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week \ 

N 

50 

65 

MEAN. GEO MEAN 

22.456, 16.086 

0.02 l,N A 


SD, SE 

13.8680, 1.9612 

0.0321.0.0040 


MEDIAN 

21.912 

0.011 


MIN, MAX 

0.238,58.855 

0,000,0.187 


5%. 95% 

2.684.47.687 

0,006,0.085 

# of BLQ/ALQ Values 

0/0 

33/0 

Week 2 

N 

49 

65 

MEAN, GEO MEAN 

21.801, 16.055 

0.028. NA 


SD, SE 

14 3604,2.0515 

0.0647,0.0080 


MEDIAN 

20.992 

0.011 


MIN, MAX 

0.165,72.816 

0.000, 0.516 


5%, 95% 

3.609,46.756 

0.006, 0.079 

n Of BLQ/ALQ Values 

0/0 

32/0 

Week 3 

N 

46 

65 

MEAN. GEO MEAN 

22.940,16.783 

0.019,0.012 


SD, SE 

14.8394,2.1880 

0.0252,0.0031 


MEDIAN 

20.887 

0.011 


MIN, MAX 

0.108,67.300 

0.006, 0.142 


5%, 95% 

4.722,53.430 

0.006, 0.045 

# of BLQ/ALQ Values 

0/0 

39/1) 

Overall 

N 

50 

65 

MEAN, GEO MEAN 

22.417, 16.655 

0.023,0.014 


SD. SE 

13.8448,1.9579 

0.0347,0.0043 


MEDIAN 

21.585 

0.011 


MIN, MAX 

0.170, 60.690 

0.004,0.24(1 


5%, 95% 

4.162,49.999 

0.006,0.085 


P-value* 


<0001 


<.0001 


<.0001 


<.0001 


1 P-value from Wtlcoxon rank-sum test. __ , .-.. . 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating (he descriptive statistics across subjects. Count ofBLQjALQ values does not apply as the BLQ/ALQ values were converted io the limit 
of the quantification (eg., ’< 1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics. 
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PM3006438461 


• # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokens and Non-Smokers of 24-Hour Urine Biomarkers of Expo sure by Timepoint and Overall 

(Page 97 of 264) 


Biomarker: Total Cotinine ((uc/mg Creatinineycigarette per day) 
Timepoint Statistic _ 


Analytical Cab: Harrogate 
Smokers 


Non-Smokers 


P-value 3 


Week 1 


Week 2 


Week 3 


Overall* 


N 

50 

MEAN, GEO MEAN 

0.289,0.218 

SD.SE 

0.2716, 0.0384 

MEDIAN 

0.205 

MIN, MAX 

0.014. 1.681 

5%, 95% 

0.094, 0.690 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.339,0.228 

SD. SE 

0.5357, 0.0765 

MEDIAN 

0.198 

MIN, MAX 

0.010,3.761 

5%, 95% 

0,094,0.716 

» of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

0.308,0.235 

SD, SE 

0.2648,0.0390 

MEDIAN 

0.232 

MIN, MAX 

0.006, 1.482 

5%, 95% 

0.095.0.831 

#of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

0.314,0.237 

SD, SE 

0,3292.0.0466 

MEDIAN 

0.221 

MIN, MAX 

0.010.2.177 

5%, 95% 

0.104,0.584 


NA 


NA 


NA 


NA 


NOTE: Values I isted were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the conespotiding week. 

" P-value from Wilcoxon rank-sura test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will he used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438462 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1 -2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 98 of 264) 


Biomaiker: Total Cotinine ((nmol/mg Creatinine y'ci garette per day) 
Timepoint _ Statistic _ 


Analytical Lab: Harrogate 
Smokers_ 


Non-Smokers 


P-value* 


i 


i 


i 


i 


Week I 

N 

50 


MEAN. GEO MEAN 

1,637. 1.2.36 


SD.SE 

1.5410,0.2179 


MEDIAN 

1.164 


MIN, MAX 

0 079, 9.537 


5%, 95% 

0.536, 3.9IS 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

1.923,1.295 


SD.SE 

3.0402, 0.4343 


MEDIAN 

1.125 


MIN. MAX 

0.055,21.344 


5%, 95% 

0.531.4.053 


P of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

1.746, 1.338 


SD, SE 

1.5031,0.2216 


MEDIAN 

1.317 


MIN, MAX 

0.036, 8.413 


5%, 95% 

0.543, 4 718 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

1.779, 1.343 


SD.SE 

1.8683, 0.2642 


MEDIAN 

1.255 


MIN, MAX 

0.057, 12.354 


5%, 95% 

0.588,3.315 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234'will be used as ’1.234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438463 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

l Page 99 of 264) 


Biomarker: Total Cotinine Ing/mL) Analytical Lab: Harrogate 


Tiroepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Week 1 

N 

50 

65 

<.0001 

mean, geo mean 

3187.2,2002.0 

3.0, 1.8 



SD.SE 

2909.78.411.50 

5.10,0.63 



MEDIAN 

2020.8 

1.0 



MIN, MAX 

31.6, 12610.5 

1.0,35.5 



5%, 95% 

348.7, 10113.6 

1.0* 10.7 


* of BLQ/ALQ Values 

a/o 

33/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

3644.7,2368.7 

3.4,1.9 



SD.SE 

3403-71,486.24 

5-70,0.71 



MEDIAN 

2690.9 

1.2 



MIN. MAX 

28.5. 18373.7 

1.0,33.4 



5%, 95% 

503.9, 9222.8 

1.0.14.1 


# of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

3056.7,2160.4 

2.5.1.6 



SD, SE 

20S3.46,307.19 

4.43, 0.55 



MEDIAN 

2403.3 

1.0 



MIN. MAX 

20.4.7919.1 

1.0.33.8 



5%. 95% 

390.5,6761.2 

1.0,6.2 


# of BLQ/ALQ Values 

0/1) 

39/0 


Overall’ 

N 

50 

65 

<■0001 

MEAN, GEO MEAN 

3256.3, 2246.5 

3.0,1.9 



SD, SE 

2553 08,361 06 

4 30.0.53 



MEDIAN 

2699.1 

12 



MIN, MAX 

26.8,12581.8 

1.0, 27.1 



5%, 95% 

464.3, 7394.7 

1.0,11.3 



9 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e g,, ’<l.234*will be used as ’1.234} for the averages across visits within a subject thus eliminating all BI.Q/ALQ values for the overall statistics. 
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PM3006438464 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 5 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinrand Overall 

(Page 100 of 264') 


Bicmajker. Total Cult nine (nmol/L) Analytical Lab: Harrogate 


Timepoint Statistic ___ _ _ Smokers ________ Nuu-SnicKere _____P-varue* 


Week 1 

N 

SO 

fy 5 

<.0001 


MEAN, GEO MEAN 

18087,2,100.6 

17.3,10.1 



$D, SE 

16513.00,2335.29 

28.95.3 59 



MEDIAN 

11468.1 

5.7 



min. max 

179.3. 71564.6 

5.7,201.5 



5%, 95% 

1978.9,57394.7 

5.7,60.7 



#ofBLQ/ALQ Values 

0/0 

33/0 


Week 2 

N 

49 

65 

<■0001 


MEAN, GEO MEAN 

20683.9,13442,5 

19.4, 10.8 



SD.SE 

193(6.06.2759,44 

32.33. 4.01 



MEDIAN 

15270.9 

6.8 



MIN, MAX 

161.7,104270.7 

5,7,1895 



5%. 95% 

2859.6,52339.4 

5.7, 80.0 



ft of BLQ/ALQ Values 

0/0 

32/0 


Week 3 

N 

45 

65 

<■0001 


MEAN, OEO MEAN 

17347.0,12260.6 

14.3,9.1 



SD> SE 

11823.64, 1743.30 

25.13,3.12 



MEDIAN 

13638.4 

5.7 



MIN, MAX 

115.8.44940.9 

5.7, 191.8 



5%, 95% 

2216.1,38369.8 

5.7,35.2 



ft of BLQ/ALQ Values 

OT 

39/0 


Overall' 

N 

50 

65 

<•0001 


MEAN, GEO MEAN 

18479.7, 12749.4 

17.0, 10.7 



SD, SE 

14488 77,2049.02 

24.40,3.03 



MEDIAN 

15317.2 

6.8 



MIN. MAX 

152.3,71401.7 

5.7.153.6 



5%, 95% 

2634.7.41965,1 

5.7, 64.0 



s P-valtie from Wilcoxon rank-sum teal. 

' Overall valves calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across Subjects. Count of BLQ/ALQ values does not apply as the BLQ/A LQ values were converted to the limit 
of the quantification (c.g., *<l .234’will be used as ’1234') for the averages across visits within a subject thus eliminating all RLQ/ALQ values forthe overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Time point and Overall 

(Page 101 of 264) 


Biomarker: Total Cotinine ({ng/mp/cigarette per day ) Analytical Lab: Harrogate _____ 

Timcpoint _ Statistic _____ Smokers ___ Non-Srookcrs __________ P-value* 


Week 1 


Week 2 


Week 3 


Overall 


N 

50 

MEAN, GEO MEAN 

208.8, 1S3.8 

SD, SE 

171.02,24.19 

MEDIAN 

142.9 

MTN, MAX 

10.5,842.8 

5%, 95% 

56.1,573.2 

ft of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

268.7.191.1 

SD, SE 

242.85,34.69 

MEDIAN 

191.9 

MIN, MAX 

9.5,1226.1 

5%. 95% 

57.9,918.7 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

244.5,172.2 

SD, SE 

227.66, 33.57 

MEDIAN 

160.0 

MTN. MAX 

6.8.1140.3 

5%. 95% 

61.5,824.2 

UofBLQ/AlQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

239.5, 179.8 

SD, SE 

188.32, 26.63 

MEDIAN 

180.5 

MTN, MAX 

8.9, 885.7 

5%, 95% 

58.7,647.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bioniarkev ami dividing it by ihe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does net apply as the 8LQ/ALQ values were converted to the limit 
of the quantification (e.g., k) .234“ will be used as ’1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438466 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page T 02 of264) 


Biomaritcr; Total Cotmine (Inrool/LVciga retie per day) Analytical Lab; Harrogate 

Timepoint _ Statistic _Smokers_ 


Non-SniokcTs 


P-value 9 


Week [ 

N 

50 


MEAN, GEO MEAN 

11847, 872.8 


SD, SE 

970.51,137775 


MEDIAN 

810.6 


MIN, MAX 

59.8,4782.9 


5%. 95% 

318.3,3252.9 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN,GEO MEAN 

1524.6,10846 


SD. SE 

1378.13, 196.88 


MEDIAN 

1088.8 


MrN. MAX 

53.9, 6957.9 


5%. 95% 

328.4, 5213.5 


If of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

1387.3.977.3 


SD,SE 

1291.97, 190.49 


MEDIAN 

907.7 


MIN, MAX 

38.6, 6471.0 


5%, 95% 

349.2,4677.2 


« of BLQ/ALQ Values 

0/0 

Overall 

N 

50 


MEAN, GEO MEAN 

1359.4, 1020.2 


SD, SE 

1068.71.151.14 


MEDIAN 

1024.4 


MW, MAX 

50.8, 5026.3 


5%, 95% 

333.1,3674.8 


N A 


NA 


NA 


NA 


NOTE: Values listed were normal teed, by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of I he weekly survey ibr fhe corresponding week. 

" P-valite from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject.ihen calculating the descriptive statistics across subjects. Count of BLQ/A1.Q values does not apply as the BLOM LQ values were converted to the limit 
ofthe quantification (e.g., ’<l.234’willbeused as *1.2341 for the averages across visits withiu a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438467 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 103 of 264) 


Biomarker: Total Nicotine (pg/24hT) Analytical Lab: Harrogate 

Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-vaIue J 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

2388.232, 1566.128 

5,178. 2.339 



SD.SE 

1770.0820,250.3274 

13.2947, 1.6490 



MEL) IAN 

2032.229 

1.980 



MIN, MAX 

22.137, 6337.875 

0.530, 88.160 



5%. 95% 

152.361,5830.265 

0.800, 17.248 


# of BLQ/A LQ Va hies 

0 10 

43/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

2506.71). 1693.852 

8 023,2.287 



SD, SE 

1845.8417, 263.6917 

42.9602, 5.3286 



MEDIAN 

2099.049 

2.025 



MIN, MAX 

10.710,9552.459 

0.625, 348 555 



5%. 95% 

192.780. 5810.675 

0.815. 7.128 


# of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2737.439, 1824.195 

2.764, 2.222 



SD, SE 

1983.6441,292.4724 

2.6887, 0.3335 



MEDIAN 

2327.148 

2.064 



MIN, MAX 

10.061, 7734.320 

0.750, 19.760 



5%, 95% 

288.769. 7314.615 

0.990, 7.224 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

2497.610, 1731.917 

5.322, 2.469 



SD.SE 

1659.2686.234.6560 

17.3113.2.1472 



MEDIAN 

2046.091 

2.143 



MIN. MAX 

14.303.6909.321 

0.967, 138.186 



5%. 95% 

172.571,5294.825 

1.057, 11.448 



4 P-valuc from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234’ will be used as ’L234 1 ) for the averages across visits within a subject thus eliminating al! BLQ/ALQ values for the overall statistics. 
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PM3006438468 


• • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1 -2 

Statistical Comparison Between Smokers anti Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepointand Overall 

(Page 104 of 264) 


Biomarkcr: Total Nicotine <nmoF/24hr) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smoke is 

Non-Smokers 

P'value* 

Week 1 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

14723.452.9655.183 

31.925,14.418 



SD.SE 

10912.5555. 1543.2684 

81.9620,10.1661 



MEDIAN 

12528.692 

12.207 



MIN, MAX 

136.475, 39072.999 

3.267, 543.506 



5%, 95% 

939.305, 35943.584 

4.932, 106.334 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<0001 

MEAN. GEO MEAN 

15453.873,10442.598 

49.460, 14.099 



SD, SE 

11379.6144, 1625.6592 

264.8496, 32.8505 



MEDIAN 

12940.637 

12.484 



MIN. MAX 

66.027, 58890.910 

3.853,2148.842 



5%. 95% 

1 188489.35822.811 

5.024.43.944 


# of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

16876.314, 11246.162 

17,039, 13.700 



SD, SE 

12229.1660, 1803.0921 

16.5761,2.0560 



MEDIAN 

14346.868 

12.725 



MIN, MAX 

62.026,47682.083 

4.624.121.820 



554, 95% 

1780.261,45094.601 

6.103,44.536 


tt of BLQ/ALQ Values 

0/0 

51/0 


Overall’ 

N 

50 

65 

<,0001 

MEAN, GEO MEAN 

15397.769,10677.263 

32.808, 15.224 



SD.SE 

10229.3910.1446.6543 

106.7245. 13.2375 



MEDIAN 

I26I4.15I 

13.214 



MIN, MAX 

88.176,42595.964 

5.960,851.919 



5%, 95% 

10S3.89B, 32642.594 

6.514,70.579 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g.. ’<1.234’will be used as T.234*) fbrthe averages across visits within a subjectthus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438469 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14 2.1-2 

Statistical Comparison Between Smokets and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinl and Overall 

(Page 105 of 264) 


Biomarker: Tot a l Nicotine l {n g/24hr)/ci£arene per day) _ Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN,GEO MEAN 
SD, SE 
MEEHAN 
MIN, MAX 
5%, 95% 


50 

158.841,120.305 
121.2265,17.1440 
141.516 
7.379, 621.350 
28.884,416.448 
0/0 

49 

205.584,136.663 
277.5279, 39.6468 
139.937 

3.570,1882.398 
46.464, 569.535 
0/0 

46 

185.832, 145.413 
113.3303,16.7096 
170.006 
3.354,543.137 
41.253,411.403 
0/0 

50 

180.458, 141.547 
143.6449,20.3145 
143.212 
4.768,921.368 
53.275, 367.479 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker aod dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g.. '<1.234' will be used as T.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values forlbe overall statistics. 
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PM3006438470 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Ttmepoint and Overall 

(Page 106 of264) 


Biomarker: Total Nicotine ((nmol/24hr)/cinarette per day) 

Analytical Lab: Hanouaie 



Time point 

Siatislic 

Smokers 

Non-Smokers 

P-valuc" 

Week 1 

N 

50 


NA 

MEAN. GEO MEAN 

979.256, 741 681 




SD, SE 

747.3612,105,6928 




MEDIAN 

872.441 




MIN. MAX 

45.492,3830.625 




5%, 95% 

178.070, 2567.399 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN. GEO MEAN 

1267.426,842.527 




SD. SE 

1710.9592,244.4227 




MEDIAN 

862.709 




MIN, MAX 

22.009,11604.981 




5%. 95% 

286.451, 3511.183 



H of BLQ/ALQ Values 

OfQ 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

1145.652, 896.469 




SD, SE 

698.6815, 103.0150 




MEDIAN 

1048.089 




MIN, MAX 

20.675, 3348 ,442 




5%, 95% 

254.323, 2536.296 



# of BtQMLQ Values 

070 



Overall' 

N 

50 


NA 

MEAN. GEO MEAN 

1112.524, 872.634 




SD, SE 

885.5711,125.2387 




MEDIAN 

882.901 




MIN, MAX 

29.392. 5680.232 




5%. 95% 

328.440, 2265.509 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1,234’j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438471 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 107 of 264) 


Biomarker: Total Nicotine fug/mpCreatinine) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week I 

N 

50 

65 

<.0001 

MEAN, CEO MEAN 

2.020, 1 298 

0.003, NA 



SD.SE 

1,7387,0.2459 

0.0076.0.0009 



MEDIAN 

1.727 

0.002 



MIN, MAX 

0.021,9.353 

0.000, 0.044 



5%. 95% 

0.100, 5.254 

0.000, 0.011 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

1.974, 1.307 

0.007. NA 



SD, SE 

1.6781,0.2397 

0.0411,0.0051 



MEDIAN 

1 <586 

0.001 



MrN, MAX 

0.012,7.495 

0.000, 0.333 



5%, 95% 

0144, 6.431 

0.000,0.004 


#■ of BLQ/ALQ Values 

0/0 

50/0 


Wet k 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

2.100, 1.463 

0.002, NA 



SD, SE 

1.3912,0.2051 

0.0016,0.0002 



MEDIAN 

2.056 

0.002 



MfN, MAX 

0.009, 5.794 

0.000,0.011 



5%, 95% 

0.200, 4.966 

0.000,0.004 


# of BLQ/ALQ Values 

0/0 

51/0 


Overall' 

N 

50 

65 

<•0001 

MEAN. GEO MEAN 

2.027, 1.398 

0.004, NA 



SD, SE 

1.4655, 0.2073 

0.0(55.0.0019 



MEDIAN 

1.811 

0.002 



MIN, MAX 

0.014, 6.341 

0.000,0.126 



5%. 95% 

0.156.5.620 

0.000,0.008 



8 P-valiie from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438472 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bromarkers of Exposure by Tj’roepoiftt and Overall 

(Page 108 of 264) 


Biomarker: Total Nicotine (nmol/mg Creatinine) 

Analytical Lab; Harrogate 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc a 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

12.456, 8.001 

0.021, NA 



SD.SE 

10 7192,1.5139 

0.0466,0.0058 



MEDIAN 

10.644 

0,012 



MIN, MAX 

0.129,57.661 

0.000,0.271 



5%, 95% 

0.617, 32.391 

0.000, 0.068 


# of BLQ/ALQ Values 

0/0 

43/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

12.170. 8.060 

0.044, NA 



SD.SE 

10.3455,1.4779 

0.2535,0.0314 



MEDIAN 

10.394 

0.006 



MIN, MAX 

0.074,46.207 

0,000, 2.053 



5%. 95% 

0.888, 39 647 

0 000,0.025 


It of BLQ/ALQ Values 

0/0 

50/0 


Week 3 

N 

46 

65 

<■0001 

MEAN, GEO MEAN 

J 2.945,9.019 

0.012, NA 



SD.SE 

8.3770. 1.2646 

0.0100,0.0012 



MEDIAN 

12.673 

0.012 



MIN. MAX 

0.035, 35.720 

0.000, 0.068 



5%, 95% 

1.233,30,615 

0.000, 0.025 


It of BLQ/ALQ Values 

0/0 

51/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, CEO MEAN 

12.496, 8.617 

0.026, 0.011 



SD, SE 

9.0349, 1.2777 

0.0960, 0.0119 



MEDIAN 

11.165 

0.010 



MIN, MAX 

0.086, 39.094 

0.002. 0.779 



5%, 95% 

0.960, 34.649 

0.002, 0.049 



* P-value from Witcoxcn rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g,, ’<1.234’will be used as ’1.234’) far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438473 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine B iomarkers of Exposure by Timepoinl and Overall 

(Page 109 nf 264) 


Biomarker: Total Nicotine [(tio'mE CreatinineVcicarettc per day) 

Analytical Lab: Harrogate 



Timepoint 

Statistic 

Smokers 


Non-Smokers 

Week 1 

N 

50 



MEAN, GEO MEAN 

0.154, 0.100 




SD.SE 

0.2594.0.0367 




MEDIAN 

0.095 




MIN, MAX 

0.007,1.871 




5%, 95% 

0.028, 0.288 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 



MEAN. GEO MEAN 

0.202,0.105 




SD, SE 

0.5228,0.0747 




MEDIAN 

0.107 




MIN, MAX 

0.004,3.726 




5%, 95% 

0.033,0.375 



H of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 



MEAN. GEO MEAN 

0.149,0.117 




SD. SE 

0.1015,0.0150 




MEDIAN 

0.125 




MIN. MAX 

0.003,0.484 




5%. 95% 

0.029, 0.393 



tt of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 



MEAN, GEO MEAN 

0.168, 0.115 




SD, SE 

0.2771.0.0392 




MEDIAN 

0.110 




MIN, MAX 

0.005,2.014 




5%, 95% 

0.036,0.296 




NOTE: Values listed were normalized by taking tbc original biomarker and dividing it by the number of cigarettes found in question 4 of tlte weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating Lhe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '<1.234' will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438474 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Ttmepoint and Overall 

(Page 110 of 264) 


Biomarker; Total Nicotine ((nmol/mg Creatini tie )/ci garotte per day ) 


Analytical Lab: Harrogate 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

50 


NA 

MEAN,GEO MEAN 

0.950,0.615 




SD.SE 

1.5985,0.226! 




MEDIAN 

0.585 




MIN. MAX 

0.043,11.532 




5%, 95% 

0.175,1.776 



# of BLQ/ALQ Values 

o/o 



Week 2 

N 

49 


NA 

MEAN.GEO MEAN 

1.245,0.650 




SD.SE 

3.2226, 0.4604 




MEDIAN 

0.662 




MIN, MAX 

0.025, 22.968 




5%, 95% 

0.205,2.310 



# of BLQ/ALQ Values 

0/0 



Week3 

N 

46 


NA 

MEAN, GEO MEAN 

0.921,0.719 




SD.SE 

0.6259,0.0923 




MEDIAN 

0.767 




MIN, MAX 

0.018,2.983 




5%, 95% 

0.176,2.422 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

50 


NA 

MEAN, GEO MEAN 

1.035, 0.705 




SD.St 

1,7079,0.2415 




MEDIAN 

0.682 




MIN, MAX 

0.029,12.412 




5%, 95% 

0.220,1.824 




NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., *<1.234" will be used as "1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438475 


t • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1-2 

Staiistical Comparison Between Smokers and Non-Sinokeis of24-HDgr Unne Biomarkera of Exposure by Timepoint and Overall 

(Page 111 of264) 


Bioro&rker. Total Nicotine <ty&/roL) Analytical Lab: Hawoftaie 



Week 1 

N 

50 

Npn-Smokers 

65 

MEAN, CEO MEAN 

1612.6.916.5 

2.4.1.4 


SD.SE 

1653.1 1,233.78 

4.50,0.56 


MEDIAN 

1000.4 

1.0 


MIN, MAX 

15.7. $096.4 

5.0.23.2 


5%, '15% 

884.5070.3 

l <3.8,8 

# of BLQ/ALQ Values 

0/l> 

43/0 

Week! 

N 

49 

65 

MEAN, GEO MEAN 

1794.7.10949 

3.3,1.3 


SD, SB 

1855.53,265.08 

15.04.1.87 


MEDIAN 

(304.2 

1,0 


MW. MAX 

11.9, 10733.1 

1.0 ,122.3 


5%, 95% 

35) 2, 5) 30.ft 

1.0,51 

# of BLQ/ALQ Values 

0/0 

50/0 

Week 3 

N 

46 

65 

MEAN, QEO MEAN 

(611.1, IOSS.8 

1.5,1.2 


SD, SB 

1234.16, 181.97 

1.87,0.23 


MEDIAN 

1301.9 

1.0 


MIN. MAX 

9.6.483!.6 

1.0.15.2 


5%. 95% 

253.9,3911.0 

10,2.1 

ffofBI-CVALQ Values 

0/0 

51/0 

Ovccall* 

N 

50 

65 

MEAN, GEO MEAN 

1646.9,1057.4 

2.4. 1.4 


SD. SF. 

1449.86.205.04 

6.13,0.76 


MEDIAN 

1216.9 

1.0 


MIN, MAX 

12.4,7887.0 

1,0,48.6 


5%, 95% 

163.9,3865.6 

1.0.4.5 


P-value" 


<0001 


<.0001 


<0001 


<.0001 


* P-value from Wilcoxan rank-sum test! " ' ' " " —- 

• Overall values calculated by first avaruBTOg the saute across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
oflhc quantification (e.g., '<1 234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all Bl-Q/AI.Q values for the overall statistics. 
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PM3006438476 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smckere and Non-Smokers of 24-Hour Urine Biomarkers of Exposure By Timepoint and Overall 

(Page 112 of 264) 


Biomarker: Total Nicotine [nmol/L> Analytical Lab: Harrogate 



Statistic 

Smokers 

Non-Smokers 

Week I 

N 

50 

65 

MEAN. GEO MEAN 

9941.7.5650.1 

15.0,8.9 


SD, SE 

10191.41,1441.28 

27.75, 3.44 


MEDIAN 

6167.2 

6.2 


MIN, MAX 

96.8,49914.3 

62,143.0 


5%. 95% 

545.0.31258.4 

6.2, 54.3 

# of BLQ/ALQ Values 

0/0 

43/0 

Week 2 

N 

49 

65 

MEAN. GEO MEAN 

11064.6,6750.1 

20.6, 8.3 


SD, SE 

11439.34, 1634.19 

92.70, 11.50 


MEDIAN 

8040.4 

6.2 


MIN, MAY 

73.4.66169.6 

6.2,754.0 


5%, 95% 

932.1,31568.5 

6.2,31.4 

# of BLQ/ALQ Values 

0/0 

50/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

9932.6,6589.5 

9.0,74 


SD, SE 

7608.62,1121.83 

11.51.1 43 


MEDIAN 

8025.9 

6.2 


MIN, MAX 

59.2, 29786.8 

6.2,93.7 


5%, 95% 

1565.3,24111.3 

6.2,12.9 

# of BLQ/ALQ Values 

0/0 

51/0 

Overall" 

N 

50 

65 


MEAN, GEO MEAN 

10152.9,6518.8 

14.8,8,7 


SD. SE 

8938.40. 1264.08 

37.79,4.69 


MEDIAN 

7502.2 

6.2 


MIN, MAX 

76.5.48623.6 

6.2,299.8 


5%, 95% 

1010.2,23831.4 

6.2 ,28.0 


P-value 1 


<.0001 


<.0001 


<0001 


<.0001 


P-valuc from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits wi thin a subject, then calculating the descriptive statistics across subjects, 
of the quantification (e.g„ ’<1,234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values 


Count of BLQ/ALQ values does nor apply as the BLQ/ALQ values were converted to the limit 
for the overall statistics. 


| 
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PM3006438477 


• t • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14J2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hnur Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 113 of 264) 


Analytical Lab: Harrogate 


Timcpoint 

Statistic 

Smokers 

Week I 

N 

50 

MEAN, GEO MEAN 

104.0, 70,4 


SD,SE 

96.79, 13.69 


MEDIAN 

75.1 


MIN, MAX 

5.2,468.8 


5%, 95% 

19.4,313.6 

9 of BLO^ALQ Values 

0/0 

Week 2 

N 

49 

MEAN. GEO MEAN 

141.4,80 


SD.SE 

190.40,27.20 


MEDIAN 

83.4 


MIN, MAX 

4.0,1214.5 


5%, 95V. 

24.4,103.2 

# of BLQ/ALQ Values 

0/fl 

Week 3 

N 

46 

MEAN, GEO MEAN 

119.8, 85.2 


SD.SE 

99.86, 14.72 


MEDIAN 

87.0 


MIN, MAX 

3.2,464.9 


5%, 95% 

22.4,322.1 

# of BLQ/ALQ Values 

0/0 

Overall' 

N 

50 

MEAN, GEO MEAN 

119.8, 85.9 


SD.SE 

124.41,16.18 


MEDIAN 

80.5 


MIN, MAX 

4.1.667.7 


5%, 95% 

28.7,325.3 


Non-Smokers 


P-vafue* 

NA 


NA 


NA 


NA 


NO IE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’ will be used as'[ ^34^ for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438478 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine EJiomarkers of Exposure by Timepointand Overall 

(Page 114 of 264) 


Biomarker: Total Nicotine ((mnol/L)/ciitarette per day) _ Analytical Lab: Harro g ate ........_. 

_Timejximt_ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 


Week 2 


Week? 


Overall' 


N 

50 

MEAN, GEO MEAN 

64t.2.434.0 

SD. SF 

596.70. 84.39 

MEDIAN 

463.0 

MIN, MAX 

32.3.2889.8 

5%, 95% 

119.9, 1995.1 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

871.9,544.6 

SD, SE 

1173.74, 167.68 

MEDIAN 

514.2 

MIN, MAX 

24.5, 7487.1 

5%, 95% 

150.5,2485.9 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

738.5. 525.3 

SD, SE 

615.68, 90.78 

MEDIAN 

535.8 

MIN, MAX 

19.7, 2866.2 

5%, 95% 

137.9, 1985-8 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN, GEO MEAN 

738.5,529.5 

SD, SE 

705.29,99.74 

MEDIAN 

496.1 

MIN, MAX 

25.5,4116.1 

5%. 95% 

176.9,2005.1 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found it! question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234'will be used as T .2.14? for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438479 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 115 of 264) 


Biomatker: Tratis-3-tiYdroxycolinine (ug/24hr) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week l 

N 

50 

65 

<0001 

MEAN. GEO MEAN 

5745.431. 3951.124 

6 964. 3.581 



SD.SE 

4337.8610,613.4662 

11.5984,1.4386 



MEDIAN 

5379.732 

2.800 



MIN, MAX 

42.441,20367.215 

0.855. 67.936 



5%, 95% 

645.000, 15778.245 

1.030, 30.820 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

6615.884, 4719.000 

9.250,4.155 



SD, SE 

4263.6442,609.0920 

20.6533,2.5617 



MEDIAN 

6368.065 

2.910 



MIN, MAX 

24.210, 18154.368 

0.750, 152.550 



5%, 95% 

722.866, 15032.830 

1.023, 31.960 


It of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

6170.891,4344.157 

6.512,3.646 



SD.SE 

4218.9830, 622.0551 

11.2227,1.3920 



MEDIAN 

5068.953 

2.890 



MIN, MAX 

21.379. 15121 480 

0.990, 72.800 



5%. 95% 

976.686.14222.565 

1.300,31.610 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall’ 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

6093.854,4444.837 

7.576,4.132 



SD, SE 

3968.4962.561.2301 

12.7435,1.5806 



MEDIAN 

5310 m 

3.187 



MIN, MAX 

29.343, 17222.174 

1.038, 76.940 



5%, 95% 

696.229,12433.240 

1.303,33.167 



1 P-valus fmm Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438480 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1 -2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 116 of 264) 


Biomarker: Trans-34iYdroxycotmine (nmot/24hr) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week l 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

29893.480, 20557.701 

36.235, 18.631 



SD, SE 

22569.8906, 3191.8645 

60.3466, 7.4851 



MEDIAN 

27990.743 

14.568 



MIN, MAX 

220.821,105970.620 

4.449, 353.471 



5%, 95% 

3355.935, 82094.209 

5.359, 160.356 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<0001 

MEAN, GEO MEAN 

34422 443, 24552.9S7 

48.129,21.619 



SD. SE 

22183.7406, 3169.1058 

107.4591,13.3287 



MEDIAN 

33133.146 

15.141 



MIN, MAX 

125.965,94457.177 

3.902, 793.718 



5%, 95% 

3761.072, 78215.814 

5.323. 166,288 


# of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<.0001 

MEAN. GEO MEAN 

32107.148,22602.652 

33.883,18.972 



SD. SE 

21951.3688,3236.5528 

58.3918,7.2426 



MEDIAN 

26373.760 

15.037 



MIN, MAX 

111.235, 78677.060 

5.151,378.778 



5%, 95% 

5081.697, 74000.006 

6.764, 164.467 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall’ 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

31706.321,23126.495 

39.416,21.501 



SD, $E 

20648.0857, 2920.0803 

66.3047,8.2241 



MEDIAN 

27628.619 

16.556 



MIN, MAX 

152.674,89606.973 

5.402, 400.319 



5%, 95% 

3622.478, 64690 148 

6.778. 172.570 



* P-valuc from Wilcox on rank-sum lest, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl.234’will be used as T .2343 far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438481 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 117 of 264) 


Biomarker; Trans-3-hydroxycotinine tlpg/24hr)/cigarette per day) _ Analytical Lab: Harro gate_ 

Timepoim_ Statistic __ Smokers _ Nun-Smokers _ P value 1 


Week I 


Week 2 


Week 3 


Overall" 


N 

MEAN. GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 


50 

385.100, 303.513 
266.5916, 37.7017 
325.512 

14,147, 1577.825 
71.775, 899.285 
0/0 

49 

506.178, 380.737 
418.8634, 59.8376 
400.405 

8.070, 2529.445 
164.300, 1157.695 
0/0 

46 

436.853,346.287 
270.9947, 39,9560 
371.128 

7.126, 1230.107 
159.486. 1036.347 
0/0 

50 

442.816,355.555 

277.0733,39.1841 

377.916 

9.781. 1385.359 
148070. 1006.597 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by inking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

11 P-value from Wilcoxon ranlt-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'el .234'will be used as 7.234') for the averages across visits within a subject thus eliminating ait BLQ/ALQ values for the overall statistics. 
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PM3006438482 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 118 of 264) 


i 


Biomarkcr. Trans-3-hydn>xycoC mine ((nmol/24fir)/dKargite per day) 
Time point_Statistic_ 


Analytical Lab: Harrogate 
Smokers _ 


Non-Smokers 


P-valuc* 


Week 1 N 

50 

NA 

MEAN, GEO MEAN 

2003.674, 1579.178 


SD.SE 

1387.0757, 196.1621 


MEDIAN 

1693.636 


MIN, MAX 

73.607, 8209.421 


5%, 95% 

373.446, 4678.980 


# of BLQ/AIQ Values 

0/0 


1 Week 2 N 

49 

NA 

MEAN, GEO MEAN 

2633.642, 1980.976 


SD.SE 

2179.3464.311.3352 


MEDIAN 

2083.307 


MIN, MAX 

41.988, 13160.703 


5%. 95% 

854.853, 6023.487 


# of BLQ/ALQ Values 

0/0 


Week 3 N 

46 

NA 

MEAN, GEO MEAN 

2272.944, 1801.733 


SD.SE 

1409.9852, 207.8910 


MEDIAN 

1930.976 


MIN. MAX 

37.078, 6400.244 


5%, 95% 

829.805,5392.114 


i # of BLQ/ALQ Values 

0/0 


Overall" N 

50 

NA 

MEAN, GEO MEAN 

2303.971, 1849.953 


SD, SE 

1441.6122, 203.8748 


MEDIAN 

1966.297 


MIN, MAX 

50.891,7208.023 


I 5%, 95% 

770.409, 5237.322 



NOTE: Values listed were normalized by raking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 513 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438483 


fit 

RSR 

Protocol No. PM-8450 
CovaneeCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 119 of 264) 


Biomarker: T rans-3-hydmxycotinine 1 ug/mg Creatinine) 

Analytical Lab. Harrogate 



Timepoint 

Statistic 

Snxtkers 


Non-Smokers 

Week 1 

N 

50 


65 

MEAN, GEO MEAN 

4.766, 3.274 


0.005. NA 


SD.SE 

3.4639, 0.4899 


0.0080,0.0010 


MEDIAN 

4.258 


0.002 


MIN, MAX 

0.040.14.351 


0 000, 0 042 


5%, 95% 

0.300,12.478 


0.001,0.019 

# of BLQ/ALQ Values 

0/0 


22/0 

Week 2 

N 

49 


05 

MEAN, GEO MEAN 

5.168,3.642 


0.006, NA 


SD, SE 

3.6621,0 5232 


0.0123,0.0015 


MEDIAN 

4.126 


0.002 


M(N, MAX 

0.027.15.297 


0.000.0.079 


5%, 95% 

0.400,12.899 


0.001,0.019 

U of BLQ/ALQ Values 

o/o 


17/0 

Week 3 

N 

46 


65 

MEAN, GEO MEAN 

5.034,3 484 


0.004, 0.003 


SD. SE 

3.6689, 0.5410 


0.0062, 0.0008 


MEDIAN 

3.669 


0.002 


MIN. MAX 

0.019,15.542 


0.001,0.041 


5%, 95% 

0.770, 11.642 


0.001,0.017 

a 

•of BLQ/ALQ Values 

0/0 


30/0 

Overall’ 

N 

50 


65 

MEAN, GEO MEAN 

4.971.3.566 


0.005.0.003 


SD, SE 

34521.0.4882 


0.0075,0.0009 


MEDIAN 

4.113 


0.002 


MIN, MAX 

0.029, (4.264 


0.001.0.037 


5%. 95% 

0.497, 12.705 


0.001,0-019 


P-value a 


<.0001 


<.0001 


<0001 


<.0001 


a P-value from Wilcoxor rank-sum test. 

* Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438484 


• it 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 120 of 264) 

Biomarker; Trans-3-hvdroxycotinine(nmn!/meCreatininel Analylical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week I 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

24.797, 17.032 

0.026, NA 



SD. SE 

18.0226,2.5488 

0.0418,0.0052 



MEDIAN 

22.155 

0.010 



MIN, MAX 

0.208, 74.668 

0.000,0.219 



5%, 95% 

1.561,64.923 

0.005,0.099 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.0001 

MEAN, GEO MEAN 

26.891, 18.948 

0.032, NA 



SD, SE 

19.0536,2.7219 

0.0640, 0.0079 



MEDIAN 

21.468 

0.010 



MIN, MAX 

0.140, 79.590 

0.000,0.411 



5%, 95% 

2.081,67.113 

0.005, 0.099 


It of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

46 

65 

<0001 

MEAN, GEO MEAN 

26.191, 18.128 

0.022, 0.013 



SD, SE 

19.0893,2.8146 

0.0325, 0.0040 



MEDIAN 

19.194 

0.010 



MIN, MAX 

0.099, 80.865 

0.005, 0.213 



5%, 95% 

4 006. 60.573 

0.005. 0.088 


U of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

25.862, 18.548 

0.027, 0.015 



SD, SE 

17.9615,2.5401 

0.0389, 0.0048 



MEDIAN 

21.398 

0.012 



MIN, MAX 

0 149,74 715 

0.003. 0.194 



5%, 95% 

2.586,66.106 

0.005, 0.099 



a P-valuc from Wtlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values Uws not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234' will be used as ‘1.234) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics, 
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PM3006438485 



RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepotnt and Overall 

(Page 121 of264) 


Biomarker: Trans-3-hvdroxycotinine ((ttg/mg CreatmineVcigarette per day) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaIue s 

Week 1 

N 

50 


NA 

MEAN, GEO MEAN 

0.340,0.251 




SD,SE 

0.3073,0.0435 




MEDIAN 

0.266 




MIN. MAX 

0.013, 1.777 




5%, 95% 

0.060, 0.957 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 

MEAN. GEO MEAN 

0.450, 0.294 




SD, SE 

0.7038, 0.1005 




MEDIAN 

0.286 




MIN, MAX 

0.009, 5.006 




5%, 95% 

0,094, 0.914 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

46 


NA 

MEAN, GEO MEAN 

0.376, 0.277 




SD, SE 

0.3241,0.0478 




MEDIAN 

0.279 




MIN, MAX 

0 006, 1 768 




5%. 95% 

0.107, 0.928 



# Of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 

MEAN, GEO MEAN 

0.391,0.285 




SD, SE 

0.4161,0.0588 




MEDIAN 

0 317 




MIN. MAX 

0.009. 2.850 




5%, 95% 

0.116,1.063 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the SLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as T t .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438486 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 122 of 264) 


Biomarker: Irans-3-hydroxycotlnine ((nmol/mg Creatinine )/ci garette per day) 


Analytical Lab: Harrogate 


Timepoint 


Statistic 


Smokers 


Week 1 


Week 2 


Week 3 


Overall 


N 

50 

MEAN, GEO MEAN 

1.771, 1.308 

SD.SE 

1.5987,0.2261 

MEDIAN 

1.384 

MIN, MAX 

0.069, 9.247 

5%, 95% 

0.310, 4.979 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

2.342,1.529 

SD, SE 

3.6619,0.5231 

MEDIAN 

1.485 

MrN. MAX 

0,047, 26.046 

5%, 95% 

0.487, 4.754 

tt of Bl. Ol Al.Q Values 

0/0 

N 

46 

MEAN, GEO MEAN 

1.955,1.445 

SD, SE 

1 6865,0 2487 

MEDIAN 

1.452 

MIN, MAX 

0.033,9.197 

5%. 95% 

0.558. 4.830 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

2.034, 1.4S6 

SD.SE 

2.1649,0.3062 

MEDIAN 

1.621 

MIN, MAX 

0.050, 14.830 

5%, 95% 

0.603, 5.530 


Non-Smokers 


P-value' 

NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum rest. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. '<1.234" will be used as '1.2343 for the averages across visits within a subject thus eliminating all BLQ'ALQ values for the overall statistics. 
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PM3006438487 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tin>epoint and Overall 

< Page 123 of 264) 


Biomarker: Trans-3-hydroxycotinine wg/mL) Analytical Lab: Harrogate 


Time point 

Statistic 

Smokers 

Non‘Smoke is 

P-value 3 

Week 1 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

3549.7,2312.1 

4.4,22 



SD.SE 

3173.27,448.77 

9.97,1,24 



MEDIAN 

3110.5 

1.4 



MIN, MAX 

30.1,17333.8 

1.0,77.2 



5%. 95% 

422.2,9882.0 

1.0, 16.4 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

65 

<.mi 

MEAN, GEO MEAN 

4688.4,3050.3 

6.2,24 



SD, SE 

3986.05, 569.44 

17.70,2.19 



MEDIAN 

3435.7 

1.7 



MIN, MAX 

26.9, 18865.3 

1.0, 135.0 



5%. 95% 

692.4, 13308.1 

1.0,21,4 


# of BLQ/ALQ Values 

0/0 

17/0 


Week .1 

N 

46 

65 

<.0001 

MEAN, GEO MEAN 

3636.9,2545.4 

3.6,2.0 



SD, SE 

2820.50,415.86 

7.31,0.91 



MEDIAN 

3045.4 

1.3 



MIN, MAX 

20.4, 15599.2 

1.0, 56.0 



5%. 95% 

525.1,8394.0 

1.0. 10.9 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall' 

N 

50 

65 

<.0001 

MEAN, GEO MEAN 

3928.4,2775.7 

4.7,24 



SD, SE 

2928.37,414.13 

9 29, 1.15 



MEDIAN 

3463 0 

1 R 



MIN. MAX 

25.8,13970.9 

1.0,52.6 



5%, 95% 

601 4,8965.5 

1.0,14.3 



‘ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as llie BLQ/ALQ values were converted to die limit 
of the quantification (e.g., ’<1.234* will be used ns ’1.234*) for the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics. 
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PM3006438488 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 142 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepciint and Overall 

(Page 124 of 264) 


Biomarker: Trans-3 -li vdroxycOlinine fnmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

50 

65 


MEAN. GEO MEAN 

18469.2. 12030.0 

23.1. 11.4 


SD.SE 

16510.52.2334.94 

51.89,6.44 


MEDIAN 

16183.9 

7.3 


MIN, MAX 

156.6.90187.8 

5.2,401.7 


5%. 95% 

2196.7,51419.2 

5.2,85.3 


# of BLQ/ALQ Values 

0/0 

22/0 

Week 2 

N 

49 

65 


MEAN, GEO MEAN 

24393.8, 15870.9 

32.3,12.6 


SD,SE 

20739.45,2962.78 

92.07,11.42 


MEDIAN 

17875.9 

8.8 


M!N. MAX 

140,0,98156.2 

5.2,702.4 


5%, 95% 

3602.6,69242.0 

5.2,111.3 


# of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

46 

65 


MEAN, GEO MEAN 

18922.7,13243.4 

18.5,10.2 


SD, SE 

14675.07,2163.72 

3S.0G, 4.72 


MEDIAN 

15845.0 

6.8 


MIN, MAX 

106.1,81162.6 

5.2,291.4 


5%, 95% 

2732,1,43674.(1 

5.2, 56.7 


# of BLQ/AL0 Values 

0/0 

30/0 

Overall 

N 

50 

65 


MEAN. GEO MEAN 

20439.3,14441.8 

24.7,12.6 


SD. SE 

15236.32.2154.74 

48.35, 6.00 


MEDIAN 

18017.8 

9.3 


MIN, MAX 

134 2,72690.6 

5.2,273.7 


5%, 95% 

3129.3,46647.3 

5.2, 74.6 


P-vatue’ 


<0001 


<.0001 


<. 000 ! 


<0001 


’ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating tbe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg,. ’<1.234'will be used as ’1.234’) for the averages across visits within a subject Ibus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438489 



RSR 

Protocol No. PM-B450 

Covance CRU Study No. 12226-8450 

Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 125 of 254) 


Biomarker: Tians-3-hydroxvcotimtiel(n[>r'mL)/ti6arette per day) _ Analytical Lab: Harrogate _____ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

50 

MEAN. GEO MEAN 

237.0. 177.6 

SD.SE 

172.16,24.35 

MEDIAN 

195.5 

MIN, MAX 

10.0,64S.2 

5%, 93% 

47.8,607.6 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN. GEO MEAN 

356.4,246.1 

SD, SE 

330.14, 47.16 

MEDIAN 

271.8 

MIN, MAX 

9.(1.1631.9 

5%, 95% 

82.2,942.6 

# of BLQ/ALQ Values 

0/0 

N 

46 

MEAN, GEO MEAN 

291.2, 202.9 

SD, SE 

303.79,44.79 

MEDIAN 

197.5 

MIN, MAX 

6.8,1850.6 

5%, 95% 

65.3,820.7 

# of BLQ/ALQ Values 

0/0 

N 

50 

MEAN. GEO MEAN 

297.1,220.8 

SD, SE 

239.90. 33.93 

MEDIAN 

224.3 

MIN. M AX 

8 6. 1763 3 

5%, 95% 

78.0,801.2 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for (be corresponding week. 

6 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as ’1.234') tor the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438490 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokcis of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 126 of 264} 


Biomarker: Trans-3-hydroxy cotinine ((nmol-LVcigarette per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers ____ Non-Smokers _ P-value 3 


Week 1 

N 

50 


MEAN. GEO MEAN 

1232.9.924.1 


SD, SE 

895.77,126.68 


MEDIAN 

1017.1 


MIN, MAX 

52.2, 3372.8 


5%. 95% 

248.6,3161.5 


» of BLQ/ALQ Values 

0/0 

Week 2 

N 

49 


MEAN, GEO MEAN 

1854.4,1280.5 


SD, SE 

1717.72,245.39 


MEDIAN 

1414.4 


MIN, MAX 

46.7, 8490.8 


5%, 95% 

427.4, 4904.3 


M of BLQ/ALQ Values 

0/0 

Week 3 

N 

46 


MEAN, GEO MEAN 

1515.2,1055.7 


SD, SE 

1580.61,233.05 


MEDIAN 

1027.4 


MIN, MAX 

35.4,9628.8 


5%, 95% 

339.8, 4269 9 


# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

50 


MEAN, GEO MEAN 

1545.7,1148.6 


SD, SE 

1248.24, 176.53 


MEDIAN 

1167.1 


MIN, MAX 

44.8,6573.1 


5%, 95% 

405.8,4168.4 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g., *< 1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438491 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

<Page 127 of264) 


Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokeis 

P-value* 

Week 1 

N 

49 

53 

<■0001 

mean, geo mean 

11096.179,6918.753 

9.268, NA 



SD, SE 

10472.8752, 1496.1250 

17-2617,2.3711 



MEDIAN 

8366.015 

2.106 



MIN, MAX 

197.400.56537.828 

0,000,86.504 



5%, 95% 

757.770, 26230.442 

0.000, 52.260 


# of BLQ/ALQ Values 

0/0 

22/0 


Week 2 

N 

49 

59 

<0001 

MEAN, GEO MEAN 

10165.213,7180.455 

13.668. NA 



SD. SE 

7498.0883.1071.1555 

30.4127.3.9594 



MEDIAN 

8992.596 

1.575 



MIN, MAX 

126.000,38811.750 

0.000, 202.270 



5%, 95% 

622.537,24231808 

0.000, 52.122 


tt of BLQ/ALQ Values 

0/0 

17/0 


Week 3 

N 

45 

61 

<0001 

MEAN, GEO MEAN 

12310.192.8164.712 

8.349, NA 



SD. SE 

11374,8476. 1695.6622 

18.7129,2.3959 



MEDIAN 

8468.655 

1.050 



MIN, MAX 

160.868,64170.700 

0.000, 88.660 



5%. 95% 

1725.522,31402.440 

0.000,42.273 


# of BLQ/ALQ Values 

0/0 

30/0 


Overall* 

N 

50 

64 

<0001 

MEAN, GEO MEAN 

10913.713,7675 781 

10.045, NA 



SD, SE 

8872.2538,1254.7262 

19.3895,2.4237 



MEDIAN 

9018.31 R 

2.457 



MIN. MAX 

161.423,49042.882 

0.000,104.787 



5%, 95% 

828.268,27010.976 

0.000,49.847 


1 P-value from Wilcoxon rank-sum test. 




' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 

of the quantification (e.g, ’<! .234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438492 


# • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tahle 14.2 1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 128 of264) 

Biomarker: Trans-3-hydroxycounincO plu.-iirnmdc i|nmol/24hr)/ciKarene per day) Analytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _____Non-Smokers ~ 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN. MAX 
5%,95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

It of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 


49 

695.999.530.594 
448.5707,64.0815 
671 090 

43,617, 1884,594 
65.800, 1670.809 
070 

49 

703.931, 579.332 
811.6069,115.9438 
626.919 

34.585, 5423.915 
175.088, 1661.556 
0/0 

45 

828.559,637.667 
590.4088,88.0! 29 
673.095 

35.637, 3329.928 
236.928. 1723.842 
0/0 

50 

769.302,619.089 

518.4089,73.3141 

707.376 

37.946, 335.5.093 
230.597.1545.608 


P-value” 

NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking tbe original binmarker and dividing it by the number of cigareltes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wifcoxon rank-sum test. 

Overall values calculated by Tint averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438493 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Stalls li cal Comparison Between Smokers am] Non-Smokers of 24-Hour Urine Biomaikere of Exposure by Timepoinr and Overall 

(Page 129 of 264) 

Biomarkcr: Trans-3-hydroxvcotinine-O-filucuronicle {nmol/mg Creatinine) Analytical Lab: Harrogate 

Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-value* 

Week 1 

N 

49 


53 

<.0001 

MEAN. GEO MEAN 

8.953, 5.755 


0.006, NA 



SD, SE 

7.6799, 1.0971 


0.0114,0.0016 



MEDIAN 

6.754 


0.002 



MIN, MAX 

0.182. 17.904 


0.000,0.053 



5%, 95% 

0.365, 24.215 


0,000,0.034 


# of BLQ/ALQ Values 

0/0 


22/0 


Week 2 

N 

49 


59 

<.0001 

MEAN, GEO MEAN 

8.344,5.542 


0.009, NA 



SD, SE 

7.7423, 1.1060 


0.0188,0.0024 



MEDIAN 

5.725 


0.001 



MIN, MAX 

0.141,37.773 


0.000,0.105 



5%, 95% 

0.539,24.592 


0.000,0.053 


# of BLQ/ALQ Values 

0/0 


17/0 


Week 3 

N 

45 


61 

<.0001 

MEAN, GEO MEAN 

10.066. 6.491 


0.005. NA 



SD, SE 

9.7261, 1.4499 


0.0101.0.0013 



MEDIAN 

6.677 


0.001 



MIN. MAX 

0141.41.198 


0.000,0.050 



5%, 95% 

1.718,30.77* 


0.000.0.030 


# of BLQ/ALQ Values 

0/0 


30/0 


Overall' 

N 

50 


64 

<.0001 

MEAN, GEO MEAN 

9.000.6.11S 


0.006, NA 



SD, SE 

7.9341,1.1220 


0.0116.0.0014 



MEDIAN 

6.640 


0.002 



MIN, MAX 

0.156,38.958 


0,000,0.052 



5%, 95% 

0.813,26.074 


0,000,0.036 



8 P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.2.14’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438494 



RSR 

Protocol "No. PM-8450 
CovanceCRU Study No. 12226-8450 


j 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 130 of 264) 


Biomarker: Trans-j-hydroxycolinine-O-glucuronideHnriiol/mg CreatinineVcigaretlepcrday) _A nalytical Lab: Harrogate _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers 


P-value* 


Week 1 


Week 2 


Week 3 


Overall" 


N 

49 

MEAN, GEO MEAN 

0.618,0.441 

SD, SE 

0.6338,0.0905 

MEDIAN 

0 507 

MIN. MAX 

0.020,3.948 

5%, 95% 

0.091,1.523 

# of BLQ/ALQ Values 

0/0 

N 

49 

MEAN, GEO MEAN 

0.755,0.447 

SD, SE 

1.5032,0.2147 

MEDIAN 

0437 

MIN, MAX 

0.018,10.734 

5%, 95% 

0.135,1.381 

# of BLQ/ALQ Values 

0/0 

N 

45 

MEAN, GEO MEAN 

0.722,0.507 

SD, SE 

0.8347,0.1244 

MEDIAN 

0.560 

MIN, MAX 

0.020,5.679 

5%, 95% 

0,217,1.231 

# of BLO'AI.Q Values 

0/0 

N 

50 

MEAN, GEO MEAN 

0.700,0.494 

SD, SE 

0.9391,0.1328 

MEDIAN 

0.514 

MIN. MAX 

0.019,6.787 

5%, 95% 

0.177,1.316 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Couni of Ht.QMLQ values does not apply as the BLQ/ALQ values were convened to the limit 
of (he quantification (e.g., '<1.234'wi11 be used as 7.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for (lie overall statistics. 
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PM3006438495 


• # • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Biomarkcre of Exposure by Time point and Ovei-all 

(Page HI of 264) 


Biomarker: Trans-3-hydroxycotiniiie-Q-ghjcuronide (nmol/L) Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week 1 

N 

49 

53 

MEAN, GEO MEAN 

G895.8, 4024.9 

6.0, NA 


SD, SE 

7654.61, 1093.52 

14.26, 1.96 


MEDIAN 

5136.9 

2.1 


MIN, MAX 

79 6.48117.3 

0.0,98.3 


5%, 95% 

649.9, 16292.2 

0.0,21.9 

# of BLQ/ALQ Values 

0/0 

22/0 

Week 2 

N 

49 

59 

MEAN, GEO MEAN 

6711.8,4641.4 

8.8. NA 


SD.SE 

5108.69, 729 81 

25.07,3.26 


MEDIAN 

5545.9 

1.6 


MIN. MAX 

140.0,23215.8 

0.0, 179.0 


5%, 95% 

59G.3,15749.0 

0.0.38.0 

# Of BLQ/ALQ Values 

0/0 

17/0 

Week 3 

N 

45 

61 

MEAN. GEO MEAN 

7528.7,4762.9 

4.5, NA 


SD.SE 

8062.18,1201.84 

10.35, 1.33 


MEDIAN 

5225.9 

0.5 


MIN, MAX 

153.5,40612.0 

0.0, 68.2 


5%, 95% 

927.7, 29168.5 

0.0, 24.5 

# of BLQ/ALQ Values 

0/0 

30/0 

Overall’ 

N 

50 

64 

MEAN, GEO MEAN 

6902.1,4770.7 

6.4, NA 


SD.SE 

5566.90.787.28 

1410, 1.76 


MEDIAN 

5704.9 

1,7 


MIN, MAX 

144.5,25999.9 

0.0, 83.3 


5%, 95% 

640.7, 19989.6 

0.0,22.2 


P-vaJtie A 


<.0001 


^.0001 


<.0001 


<0001 


a P-value from Wilcox on rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’will be used as ’1.234for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438496 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 i -2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 132 of 264) 


Biomarker Trans-3-hydroxycotinine-0■ glucuronidc ((nmol/p/cigarette per day) _ Analytical Lab: Harrogate 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week t 

N 

49 


NA 


MEAN, CEO MEAN 

433.3,308.7 




SD,SE 

348.28,49.75 




MEDIAN 

356.9 




MIN, MAX 

39.8, 1603.9 




5%, 95% 

58.1,1099.4 




# of BLQ/ALQ Values 

0/0 



Week 2 

N 

49 


NA 


MEAN. GEO MEAN 

538.1.374.5 




SD, SE 

578.57, 82.65 




MEDIAN 

388.1 




MIN, MAX 

33.1,3499.3 




5%, 95% 

76.7, 1620.3 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

45 


NA 


MEAN. GEO MEAN 

595.7, 372.0 




SD.SE 

899.83.134.14 




MEDIAN 

367.3 




MIN, MAX 

15.5,5946.3 




5%, 95% 

125.4. 1673.6 




# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

50 


NA 


MEAN, GEO MEAN 

520-2.382.8 




SD.SE 

502.97,71.13 




MEDIAN 

397.4 




MIN. MAX 

35.6.3376.2 




5%, 95% 

133.6, 1077.6 



NOTE: Values listed were normalized by taking the original tnomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 


* P-value from Wilcoxon rank-sum test. 




* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., ’<1.234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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PM3006438497 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 133 of264) 


Btomarker: Cotinine (nmol'24hr) Analytical Lab: INBIFQ 


Time point 

Statistic 

Smokers 

Non-Smoke re 

P-value’ 

Week f 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

8116.241,7377.365 

9.819,7.923 



SD, SE 

3337.3914, 1362.4844 

8.2449,3,1163 



MEDIAN 

9239.023 

7.062 



MIN. MAX 

3100.528,11659.550 

3.720,27.797 



5%, 95% 

3100,528, 11659.550 

3.720,27.797 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8657.223, 8169.359 

7.179, 6.747 



SD, SE 

3203.9834.1308.0207 

2.4766,0.8756 



MEDIAN 

8162.925 

7.673 



MIN, MAX 

4574.775,13936.670 

3.224,10.540 



5%, 95% 

4574.775, 13936.670 

3.224,10,540 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0058 

MEAN. GEO MEAN 

7331,938,6175.173 

6.454, 6.143 



SD, SE 

41 10.3879.1838.2214 

2.2246,0,8408 



MEDIAN 

7564.865 

5.828 



MIN, MAX 

2098.704, 12059.465 

3.906,9.920 



5%, 95% 

2098.704,12059.465 

3.906,9.920 


ft of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

8075.004, 7437.279 

7.852,7.377 



SD, SE 

3105.3617,1267.7586 

2.8719.1.0154 



MEDIAN 

9221.998 

7.854 



MIN, MAX 

3258.002,10736.417 

3.617,13.134 



5%, 95% 

3258.002, 10736.417 

3.617, 13.134 



3 P-value from Wikoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., l .234'will be used as ‘1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438498 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 


Biomarker: Cotinine fufl/24hr) Analytical Lab: 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bio markers of Exposure by Timepoint and Overall 

(Page 134 of264) 

1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaIue a 

Week 1 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

1430.082,1290.892 

1.730,1.396 



SD, SE 

588.0485, 240.0698 

1.4529,0.5492 



MEDIAN 

1627.916 

1.244 



MIN, MAX 

546.313.2054.413 

0.655.4.898 



5%, 95% 

546313,1054.413 

0.655,4.898 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

1525.403. 1439.441 

1.265, 1.189 



SD, SE 

564.5419,230.4733 

0.4362,0.1542 



MEDIAN 

1438.308 

1.352 



MIN, MAX 

806.075,2455.641 

0 568, 1.857 



5%, 95% 

806.075,2455.641 

0.568,1.857 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

1291.888.1088,066 

1.137,1.082 



SD, SE 

724.2504, 323.8946 

0.3920,0.1482 



MEDIAN 

13 32.929 

1.027 



MIN, MAX 

369.792,2124.878 

0.688,1.748 



5%, 95% 

369.792,2124.878 

0.688,1.748 


it of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

1422.816, 1310.449 

1383,1.300 



SD, SE 

547.1647, 223.3791 

0.5060,0.1789 



MEDIAN 

1624.916 

1.384 



MfN, MAX 

574.060, 1891.757 

0.637,2.314 



5%, 95% 

574.060, 1891.757 

0.637,2.314 


* P-valuc from Wilcoxon rank-sum test. 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., T <I .234' will be used as ‘1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438499 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 135 of 264) 


Biomarkcn Cotinine ((nmol/24 hrycigarcttc per day) _ Analytical Lab: INBIFQ 


Timepoitu 

Statistic 

Smokers 

Non-Smokere 

P-value’ 

! Week t 

N 

s 


NA 


MEAN. GEO MEAN 

480.942.449.009 




SD, SE 

209.8036, 85.6520 




MEDIAN 

433.268 




MIN, MAX 

278.469, 870.573 




5%. 95% 

278.469, 870.573 




# of BLQ/ALQ Values 

WO 



Week 2 

N 

6 


NA 


MEAN. GEO MEAN 

728.933,619.083 




SD, SE 

504.0549,205.7796 




MEDIAN 

577.156 




MIN. MAX 

350.203. 1683.665 




5%, 93% 

350.203, 168.3.665 




U of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

744731,565.317 




SD, SE 

631.7633,282.53.32 




MEDIAN 

378.243 




MIN, MAX 

249.386, 1741.285 




5%, 95% 

249.386, 1741285 




# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 


MEAN, GEO MEAN 

630.928, 552.357 




SD, SE 

372.9587,152.2598 




MEDIAN 

■180.530 




MIN. MAX 

797 686. 1759 473 



1 

5%, 95% 

292.686,1259.423 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vatue from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., '<1.234’ will be used as ‘l .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438500 


• • • 

RSR 

Protocol No. PM-8450 

Covancc CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 136 of264) 


Biomarker: Coimine((nB/24hryciriaretteper[Iay) Analytical Lab: INBIFO 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 


MEAN, GEO MEAN 

84.742,79.115 




SD, SE 

36.9674,15.0919 




MEDIAN 

76.342 




MIN, MAX 

49 066, 153.395 




5%. 93% 

49.066.153.395 




ff of BLQ/ALQ Values 

WO 



Week 2 

N 

6 


NA 


MEAN, GEO MEAN 

128.438,109.083 




SD, SE 

88.8144,36.2583 




MEDIAN 

101.695 




MIN, MAX 

61.706, 296.662 




5%, 95% 

61.706,296.662 




a of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN,GEO MEAN 

131.222, 99.609 




SO, SE 

111.3169,49.7824 




MEDIAN 

66.646 




MIN, MAX 

43.942, 306.815 




5%, 95% 

43.942,306.815 




# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 


MEAN, GEO MEAN 

111.170.97.325 




SD. SE 

65.7157,26.8283 




MEDIAN 

*4.669 




MIN. MAX 

51.571,221.911 




5%, 95% 

51.571.221 911 




NOTE: Values listed were normalized by taking tbe original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-value from Wilcoxon Tank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of tbe quantification (e.g., ’<I.234 T will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438501 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 137 of 264) 


Biomarker: Cotinine (nmol/mg Creatinine) _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

6.206. 5.345 

0.006,0.006 



SD. SE 

3.4820. 1.4215 

0.0034,0.0013 



MEDIAN 

6,151 

0.005 



MIN, MAX 

2.55.3, 11.433 

0.003,0.012 



5%, 95% 

2.553,11.433 

0.003,0-012 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

00024 

MEAN. GEO MEAN 

7.082.6,437 

0.005.0.005 



SD, SE 

3.7617, 1.5357 

0.0028.0.0010 



MEDIAN 

5.586 

0.005 



MIN, MAX 

4.231,14.182 

0.002,0.011 



5%, 95% 

4.231,14.182 

0.002,0.011 


# of BLQ/A1.Q Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0049 

MEAN, GEO MEAN 

6.752,6.03.3 

0.005,0.005 



SD, SE 

3.2634,1.4594 

0.0014,0.0005 



MEDIAN 

7.282 

0.006 



MIN. MAX 

3.016,9.978 

0.003,0.007 



5%, 95% 

3.016,9.978 

0.003,0.007 


# of BLQ/ALQ Values 

0/C 

7/1) 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

6.575, 5.962 

0.006,0.006 



SD, SE 

3.0766, 1.2560 

0.0018,0 0006 



MEDIAN 

6.547 

0.005 



MIN, MAX 

3.296, 10.966 

0.004,0.009 



5%, 95% 

3.296, 10.966 

0.004,0.009 


* P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values far the overall statistics. 
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PM3006438502 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bintnafkers of Exposure by Timepoint and Overall 

(Page 138 oF264) 


Biomarker; Cotinine (ug/mg Creatinine) 

Analytical Lab: INBIFO 



Timepoim 

Statistic 

Snicker* 

Non-Smoke i* 

P-value* 

Week 1 

N 

6 

7 

0.0026 

MEAN. GEO MEAN 

1.093.0.942 

0.001,0.001 



SD,SE 

0.6133,0.2504 

0.0005,0.0002 



MEDIAN 

1.084 

0.001 



MIN, MAX 

0.450,2.014 

0.001,0.002 



5%, 95% 

0.450,2.014 

0.001,0.002 


of B LQ/A LQ Values 

o/o 

6/0 


Week 2 

N 

6 

8 

0 0016 

MEAN, GEO MEAN 

1.248,1.134 

0.001, NA 



SD,SE 

0.5628, 0.2706 

0.0005,0.0002 



MEDIAN 

0.984 

0.001 



MIN, MAX 

0.746. 2.499 

0.000,0.002 



5%, 95% 

0.746, 2.499 

0.000,0.002 


U of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

1.190,1.063 

0.001.0.001 



SL>, SE 

0.5751,0.2572 

0.0000.0.0000 



MEDIAN 

1.283 

0.001 



MIN, MAX 

0.531,1.758 

0.001,0.001 



5%, 95% 

0.531,1.758 

0.001,0.001 


# of BLO/ALO Values 

wo 

7/0 


Overall' 

N 

6 

8 

0.0016 

MEAN, GEQ MEAN 

1.159, 1.051 

0.001,0.001 



SD,SE 

0.5419, 0.2212 

0.0004,0.0001 



MEDIAN 

1.154 

0.001 



MIN. MAX 

0 581, 1.932 

0.001,0.002 



5%, 95% 

0.581.1.932 

0.001,0.002 



a P-value from Wilcoxoit rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted lo the limit 
of the quantification (e.g., , <!.234‘ will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistic*. 
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PM3006438503 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 139 of 264) 


Biomarker: Cotinjne ((nmol/mg Creatinine j/cigarette per day) Analytical Lab: INBiFO _____ 

Tinrepoint Statistic _ Smokers ____ Non-Smokers ___ P-value 8 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

5 

MEAN, GEO MEAN 

0.371,0.326 

SI), SE 

0.1949,0.0796 

MEDIAN 

0.339 

MIN. MAX 

0.147.0.612 

5%, 95% 

0.147, 0.612 

It of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.574, 0.488 

SD.SE 

0.3286, 0.1342 

MEDIAN 

0.594 

MIN, MAX 

0.212. 1.066 

5%, 95% 

0.212, 1.066 

it of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.726, 0.553 

SD.SE 

0.5784, 0.2587 

MEDIAN 

0.624 

MIN, MAX 

0.168, 1 663 

5%. 95% 

0.168, 1.663 

# of BLQ/ALQ Values 

(V0 

N 

6 

MEAN, GEO MEAN 

0.529, 0.447 

SD. SE 

0.3063, 0,1250 

MEDIAN 

0.529 

MIN. MAX 

0.176. 0.994 

5%, 95% 

0.176, 0.994 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the DLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as *1.234’) for the averages across vigils within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438504 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarfcers of Exposure by Timepointand Overall 

(Page 140 of264) 


Biomarker: Cotinine ((ng/mg Creatinineycigarette per day) Analytical Lab. INBIPO _ _ ____ 

Timepoint Statistic ___ Smokers _ Non-Smokers _ P-value" 


Week 1 


Week 2 


Week 3 


Overall* 


MEAN, geo mean 

0.065.0.057 

sd.se 

0.0345,0.0141 

MEDIAN 

0.060 

MIN, MAX 

0.026,0.108 

5%, 95% 

0.026.0.108 

tt cf BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GKO MEAN 

0.101,0.086 

SD. SE 

0.0581, 0.0237 

MEDIAN 

0.105 

MIN. MAX 

0.037, 0.188 

5%, 95% 

0.037,0.188 

It of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.128,0.098 

SD, SE 

0.1018,0.0455 

MEDIAN 

0.110 

MIN, MAX 

0.030,0.293 

5%, 95% 

0.030,0.293 

# of BEO/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.093,0.079 

SD, SE 

0.0540.0.0220 

MEDIAN 

0.094 

MIN, MAX 

0.031,0.175 

5%, 95% 

0.031.0.175 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<J .234' will be used as , 1.234 r ) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 
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PM3006438505 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure bv Timepoint and Overall 

(Page 141 of 264) 


Biomaritcr: Cotinine (nmot/L) _ Analytical Lab: INBIFQ 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

7 

n 0021 

MEAN, GEO MEAN 

5138.7, 4383.0 

5.6. 4.1 



SD.SE 

3563.54,1454.81 

6.73,2.54 



MEDIAN 

4048.8 

3.1 



MIN, MAX 

2279.8. 12007.9 

3.1, 20.9 



5%, 95% 

2279.8, 12007.9 

3.1.20.9 


# of BLQ/ALQ Values 

0/0 

6J0 


Week 2 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

5341.9,4848.5 

3.1.3.1 



SD.SE 

2622.04, 1070.44 

0.00, 0.00 



MEDIAN 

4597.2 

3.1 



MIN, MAX 

2527.5, 9702.2 

3.1,3.1 



5%, 95% 

2527.5, 9702.2 

3.1.3.1 


# of BLQ/ALQ Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

4021.5, 3476.2 

3.1, 3.1 



SD.SE 

2413.87, 1079.52 

0.00,0.00 



MEDIAN 

3087.7 

3.1 



MIN. MAX 

1520.8, 7780.3 

3.1,3.1 



.*>%, 95% 

1520.8, 7780.3 

3.1,3.1 


# of BLQ/ALQ Values 

0/(1 

770 


Overall’ 

N 

6 

8 

0.0012 

MEAN, GEO MEAN 

4959.3,4381.0 

3.8, 3.5 



SD.SE 

2782.63, 1136.00 

2.09,0.74 



MEDIAN 

4206.5 

3.1 



MIN, MAX 

2109.4, 9R30.1 

3.1,9.0 



5%, 95% 

2109.4,9830.1 

3.1. 9.0 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as '1.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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it# 

RSR 

Protocol Mo. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 142 of 264) 


Biomarker: Cotmine (n#mL) _ Analytical Lab: 1NBIFO 


Timcpoint 

Statistic 

Smokers 

Non-Smoker* 

P-value a 

Week 1 

N 

6 

7 

00021 

MEAN. GEO MEAN 

905.4. 772.3 

1.0. 0.7 



SD, SE 

527.91,256.34 

1.21,0.46 



MEDIAN 

7134 

0.5 



MIN, MAX 

401.7, 2115.8 

0.5, 3.7 



5%, 95% 

401.7,2115.8 

0.5, 3.7 


frof BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

941.2, S54.3 

0.5, 0.5 



SD. SE 

462.01, 188.61 

0.00, 0.00 



MEDIAN 

810.0 

0.5 



MTN, MAX 

445.3. 1709.5 

0.5, 0.5 



5%, 05% 

445.3, 1709.5 

0.5, 0.5 


tt of Bt-Q/AI.Q Values 

0/0 

8/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

708.6,612.5 

0.5, 0.5 



SD, S£ 

425.31, 190.20 

0.00, 0.00 



MEDIAN 

544.1 

0.5 



MIN, MAX 

268.0, 1370.9 

0.5, 0.5 



5%. 95% 

268.0. 1370.9 

0.5, 0.5 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0012 

MEAN. GEO MEAN 

873.9, 771.9 

0.6, 0.6 



SD, SE 

490.31.200.17 

0.39, 0.14 



MEDIAN 

741.2 

0.5 



MIN, MAX 

371.7,1737.1 

0 5. l.fi 



5%. 95% 

371.7, 1732.1 

0.5, 1.6 



1 P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as T .234') Fot the averages across visits wiLhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table M.2,1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page 143 of 264) 

Biomaiker: Cotinine (( nmol/L)/cigarette per day) Analytical Lab: 1NBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* ___ 


Week 1 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN. CEO MEAN 

349 2,266 8 

SD. SE 

330.69.135.00 

MEDIAN 

202.2 

MIN, MAX 

144.2.1000.7 

5%, 95% 

144.2,1000.7 

ff uf BLQ/ALQ Values 

010 

N 

6 

MEAN, GEO MEAN 

445.7,367.5 

SD, SE 

306.85,125.27 

MEdAN 

303.7 

MIN, MAX 

176.9, 882.0 

5%, 95% 

176.9, 882.0 

# of BLQ/ALQ Values 

(VO 

N 

5 

MEAN, GEO MEAN 

405.0,318.2 

SD, SE 

303.96,135.93 

MEDIAN 

253.5 

MIN, MAX 

154.4,809.9 

5%, 95% 

154.4, 809.9 

» of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

393.9,330.4 

SD, SE 

265.41,108.35 

MEDIAN 

295.7 

MIN, MAX 

167.2,8-13.7 

5%. 95% 

167.2,843.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

4 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., VI .234* will be used as ’1.234*) for Hie averages across visits within a subject thus eliminating all BLQ/ALQ values for Lhc overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1.3 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomafkers of Exposure by Tiroepoinl and Overall 

(Page (44 of264) 


Biomarker: Cplmine ((ng/mp/cigareUe per day) Analytical Lab: INBIFQ 


Timepoint 

Statistic 

Smokers 

Week I 

N 

6 

MEAN, GEO MEAN 

61.5, 47.0 


SD.SE 

58.26,23.78 


MEDIAN 

35 7 


MTN, MAX 

254, 176.3 

i 

5%, 95% 

25.4,1763 

ft of BLQ/ALQ Values 

0/0 

1 Week 2 

N 

6 

MEAN, GEO MEAN 

78.5,64.7 


SD.SE 

54,07.22.07 

1 

MEDIAN 

53.5 


MIN, MAX 

31.2, 155.4 


5%, 95% 

31.2,(55.4 

M of BLQ/ALQ Values 

m 

Week 3 

N 

5 

1 MEAN, GEO MEAN 

71.4, 563 

1 

SD.SE 

53.54. 23.94 


MEDIAN 

44.7 


MIN, MAX 

27.2, 142.7 


5%. 95% 

2 7.2, 142.7 

# of BLQ/ALQ Values 

0/0 

Overall’ 

N 

6 

MEAN,GEO MEAN 

69.4,58 2 


SD. SE 

46.72, 19.07 


MEDIAN 

52.2 


MIN. MAX 

29.5.148.6 


5%. 95% 

29.5, 148.6 


Non-Smokers 


H-value* 


NA 


N A 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 
a P-value from Wifcuxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating ilie descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the GLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 .234’will be Used as r l .234*) for the averages across visits within a subject thus eliminating afi BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 145 of264) 


Biomarker: Cotin ine-N-clucuronide <nmol/24hr) 

Analytical Lab: 1NBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

5 

0.0081 

MEAN. GEO MEAN 

13422.559,9233.175 

17,266, 16.074 



SD, SE 

8208.4761,3351.0963 

7,0648,3.1595 



MEDIAN 

12610.540 

16.116 



MIN. MAX 

797.096,24184.869 

9.480, 25.343 



5%, 95% 

797.096,24184.869 

9.480, 25.343 


# of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

13285.550, 10994.917 

18.424,17.167 



SD, SE 

6499.2379, 2653.3027 

6.8053, 2.5722 



MEDIAN 

14471.774 

21.725 



MIN, MAX 

2320.420. 19683.264 

8.216.26.860 



5%. 95% 

2320,420, 19683.264 

8.216, 26.860 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

6 

0.0081 

MEAN, GEO MEAN 

11027.932,6237.609 

14.976, 14.454 



SLJ.SE 

7390.1613, 3304.9806 

4.5130, 1.8424 



MEDIAN 

12845.595 

14.536 



MIN, MAX 

339.066, 19365.855 

9.954, 22.910 



5%, 95% 

339.066. 19365.855 

9.954, 22.910 


# of BLQ/ALQ Values 

0/0 

6/0 


Overall' 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

12803.241,9518.732 

17.115,16.315 



SD, SE 

7083.9876,2892.0258 

5.3727,1.8995 



MEDIAN 

13680.040 

16.980 



MTN.MAX 

1152 194,21077.996 

9.217, 24.028 



5%. 95% 

1152.194.21077.996 

9,217.24.028 



" P-value from Wilcoxon rank-sum lest. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., 1.234’will be used as '3.2349 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 146 of264) 


Biomarker; Cotinine-N-glucuronide (fnmo!/24hrVcigaretteperday) 


Analytical Lab: 1NB1FQ 


Time [Mint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 


MEAN, GEO MEAN 

748.939,561.959 




SD.SE 

646.9264,264.1066 




MEDIAN 

588.578 




MIN, MAX 

132.849,2015.406 




5%, 95% 

132.849,2015.406 




# of BLQ/ALQ Values 

0/0 



Week 2 

N 

fi 


NA 


MEAN, GEO MEAN 

1185.202,833.20? 




SD.SE 

1099.5289,448.8808 




MEDIAN 

723.589 




MEN, MAX 

232.042,3148.998 




5%, 95% 

232.042,3148.998 




#of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

1052.329,571.033 




SD.SE 

1013.2672,453.1469 




MEDIAN 

642.280 




MIN, MAX 

56.511,2541.121 




5%, 95% 

56.511,2541.121 




# of BLQ/ALQ values 

0/0 



Overall’ 

N 

6 


NA 


MEAN, GEO MEAN 

976.310,695.682 




SD, SE 

786.1268,320.9349 




MEDIAN 

660.795 




MIN, MAX 

140.467,2099.895 




5%, 95% 

140.467,2099.895 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in Question 4 of the weekly survey for the corresponding week. 


‘ P-value from Wilcoxon rank-sum test. 




' Overall values calculated by first averaging the results across visits wilhin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as 

the BLQ/ALQ values were converted to the limit 

of the quantification (e.g„ ’<1.234’will be used as ’[.2345 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine B m markers of Ex posurc by Timepoint and Overall 

(Page 147 of 264) 


Biomarken Cotinme-N-ducuronuic (nmoJ/it»g Creatinine) 

AnalKical Lab 1NBJFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

Week l 

N 

6 

5 

MEAN, GEO MEAN 

9.727, 6.689 

0.013,0.012 


SD.SE 

5.1408. 2.5070 

0.0070, 0.0031 


MEDIAN 

10.503 

0.012 


MIN. MAX 

0.656,16.992 

0.007, 0.025 


5%, 95% 

0.656,16.992 

0.007,0.025 

# of BLQ/ALQ Values 

0/0 

5/0 

Week 2 

N 

6 

7 

MEAN, GEO MEAN 

10.292, 8.664 

0.013.0.011 


SD. SE 

5.4364,2.2194 

0.0079.0.0030 


MEDIAN 

11.178 

0.010 


MIN, MAX 

2.423, 17.741 

0.U05,0.028 


5%, 95% 

2.423, 17.741 

0.005. 0.028 

# of BLQ/ALQ Values 

0/0 

7/0 

Week 3 

N 

5 

6 

MEAN, GEO MEAN 

9.621,6.094 

0.013,0.013 


SD, SE 

6.5461,2.9275 

0.0037,0.0015 


MEDIAN 

12.366 

0.015 


MIN, MAX 

0.605.15.637 

0.008.0.016 


5%, 95% 

0.605, 15.637 

0.008,0.016 

# of BLQ/ALQ Values 

n/n 

6/0 

Overall’ 

N 

6 

8 

MEAN, GEO MEAN 

9.857,7,519 

0.014,0.013 


SD, SE 

5.7580, 2,3307 

0.0055,0.0019 


MEDIAN 

11.042 

0.013 


MJN, MAX 

1.228,16.790 

0.007,0.022 


5%. 95% 

1.228.16.790 

0.007, 0.022 


P-value' 


0.0080 


0.0031 


0.0078 


0.0024 


' P-value from Wilcoaon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, v -1 234'will be used as '1.234”) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-1 lour Urine Biomarkcrs of Exposure by Tlmcpoint anti Overall 

(Page 148 of 264) 

Biomarker; Cotinine-N-glucuronide ((nmol/me CreatinineVcitarette pet day) _ Analytical Lab: 1NBIFO _ _ 

Tirnepoint _ Statistic _ Smokers _Non-Smokers__P-valuo' 1 


Week 1 

N 

6 


MEAN, GEO MEAN 

0.543,0.407 


SD. SE 

0.4628, 0.1889 


MEDIAN 

0.392 


MIN, MAX 

0.109,1.416 


5%, 95% 

0.109,1.416 


(fpf BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.888, 0.656 


SD. SE 

0.7346, 0.2999 


MEDIAN 

0.592 


MIN, MAX 

0.242,1.993 


5%, 95% 

0.242,1.993 


KofBLQ'ALQ Values 

0/0 

Week? 

N 

5 


MEAN, GEO MEAN 

0.945.0.558 


SD, SE 

0.9479,0.4239 


MEDIAN 

0.618 


MIN, MAX 

0.101,2.427 


5%, 95% 

0.101,2.427 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

0.764,0.553 


SD, SE 

0.6189,0,2527 


MEDIAN 

0.539 


MIN, MAX 

0.151,1.618 


5%. 95% 

0.151,1.618 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey tor the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating ihe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g.. ’<1.234’will be used as ’1.2347 for the averages across visits wilhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14-2.1-2 

.Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Pape 149 of 264) 


Biomarkcr: Cotininc-N-elucuronide (nmol/L) 

Analytical Lab; INBIFO 



Timepomt 

Statistic 

Snickers 

Non-Smokers 

P-valuc' 

Week 1 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

9217.7,5485.6 

7.9, 7.9 



SD.SE 

9594.01.3916.74 

0.00, 0.00 



MEDIAN 

7145.9 

7.9 



MrN, MAX 

586.1.27798.7 

7.9, 7.9 



5%. 95% 

586.1.27798.7 

7.9, 7.9 


ft of BLQ/ALQ Values 

0/0 

5/0 


Week 2 

N 

6 

7 

0.0015 

MEAN. GEO MEAN 

9311.5,6525.5 

7.9. 7.9 



SD.SE 

7584.50,3096.36 

0.00.0.00 



MEDIAN 

6886.9 

7.9 



MIN, MAX 

1282.0, 21364.8 

7.9. 7.9 



5%. 95% 

1282.0.21164.8 

7.9, 7.9 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

6 

0.0039 

MEAN, GEO MEAN 

5950.2, 3511.4 

7.9, 7.9 



SO, SE 

4438.14,1984,80 

0.00, 0.00 



MEDIAN 

5243.1 

7.9 



MIN. MAX 

245.7, 12494.1 

7.9, 7.9 



5%, 95% 

245.7, 12494.1 

7.9, 7.9 


ft of BLQ/ALQ Values 

0/0 

6/0 


Overall' 

N 

6 

8 

0.0008 

MEAN. GEO MEAN 

8503.8, 5651.7 

7.9, 7.9 



$D,Sfc 

7CXJ2.K2, 2858.89 

0.00. 0.00 



MEDIAN 

6639.0 

7.9 



MIN, MAX 

704.6. 20485.9 

7.9, 7.9 



5%, 95% 

704.6, 20485.9 

7.0, 7.9 



" P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as '1.234”) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Bcfwecn Smokers and Non-Smokers of 24-Hour Urine Bionrarkers of Exposure by Timepoim and Overall 

(Page 150 of264) 


Biamarker: Cotinine-N-glucuronide ((nmol/p/cigareite per da vl_ Analytical Lab: 1NBIFO _ 

Timepoim Statistic _ Smokers _ Non-Smokerc P-value* 


Week 1 


Week 2 


Week 3. 


Overall' 


MEAN, GEO MEAN 

595.8, 333.9 

SD. SE 

849.24, 346.70 

MEDIAN 

293.4 

MIN, MAX 

97.7,2316.6 

5%, 95% 

97.7.2316.6 

It of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

791.5,494.5 

SD, SE 

749.41.305.95 

MEDIAN 

510.7 

MIN, MAX 

128.2, 1924.1 

5%, 95% 

128.2,1924.1 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

557.2, 321.5 

SD, SE 

516.34,230.92 

MEDIAN 

262.2 

MIN, MAX 

41.0, 1181.9 

5%, 95% 

41.0, 1181.9 

4 of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

649.3,419.5 

SD, SE 

628.04,256.40 

MEDIAN 

430.3 

MIN, MAX 

89.0,1760.6 

5%. 95% 

89.0,1760.6 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14,2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 151 of 264) 


Biomarkci: NNAL (pfi/24hr) Analytical Lab; 1NBIFO 


Timepoint 

Statistic 

Smokos 

Non-Smokers 

P-value* 

Week 1 

N 

i 

7 

0.0107 

MEAN. GEO MEAN 

149728 625. 135488.375 

17892.457. 15800 916 



SD, SE 

67405.5472, 33702.7736 

9736.3366, 3679.9893 



MEDIAN 

159918.500 

12688.000 



MIN, MAX 

62452.500,216625.000 

8112.000. 33363.200 



5%, 95% 

62452.500,216625.000 

8112.000,33363.200 


#of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0106 

MEAN. GEO MEAN 

197474.000, 185687.328 

20190.857, 18701.256 



SD, SE 

75490.3263.37745.1631 

7792.0061,2945.1015 



MEDIAN 

197263.000 

21320.000 



MTN, MAX 

105754.000,289616.000 

7800.000, 33280.000 



5%, 95% 

105754.000, 289616.000 

7800.000. 33280.000 


tt of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

[73601.313, 161533.445 

19041.657,17423.551 



SD. SE 

67681.6128,33840.8064 

8398.6587.3174.3946 



MEDIAN 

186319.000 

17160.000 



MIN, MAX 

84103.250,237664.000 

7956.000,33321.600 



5%, 95% 

84103.250, 237664.000 

7956.000,33321.600 



* P-value from Wiicoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AEQ values docs not apply as the BLQ/ALQ values were convened to the limit 
ofthe quantification <e.g„ ’<1.234*will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQMLQ values forthe overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urine Biomarkens of Exposure by Timcpnint and Overall 

(Page 152 of264) 


Biomarker: NNAL (ptnob'24hr) _ Analytical Lab: INB1FO 


Time point 

Statistic 

Smokers 

Non-Smokers 

P- value" 

Week 1 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

715.703.647,635 

85.526. 75.528 



SD,S£ 

322.1986. 161.0993 

46.5.396.17 5903 



MEDIAN 

764.411 

60.649 



MIN, MAX 

298.523,1035.468 

38.775,159.476 



5%, 95% 

298.523, 1035.468 

38.775, 159.476 


oFBLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0106 

MEAN, GEO MEAN 

943.926, 887.585 

96.512, 89.392 



SD,SE 

360.8436,180,4218 

37.2457,14.0776 



MEDIAN 

942.918 

I019I0 



MIN, MAX 

505.504, 1384.364 

37.284, 159.078 



5%. 95% 

505.504, 1384.364 

37.284, 159.078 


#of RTQ/ALQ Values 

0/0 

7/0 


Overall 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

829.815,772.130 

91.019, 83.285 



SD, SE 

323.5181, 161.7590 

40,1454, 15.1735 



MEDIAN 

890.606 

82.025 



MIN, MAX 

402.014, 1136.034 

38.030, 159.277 



5%, 95% 

402 014, 1136.034 

38.030, 159.277 


3 P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<] .234'will be used as '[.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRD Study No. 12226-8450 


Tahle 14.2.1-2 

Statistical Comparison Between Smokers anil Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 153 of 264) 

Biomarker: NNAL < {pfi/24hrVcifiarette per day) Analytical Lab: INBIFO _ 

Time point _ Statistic _ Smokers _ Non-Smokers _ P-valuc a 


Wee* 1 

N 

4 


MEAN. GEO MEAN 

10190.435.8614.184 


SD.SE 

6353.7672,3176.8836 


MEDIAN 

9360.478 


MIN, MAX 

3469.583, 18571,200 


5%, 95% 

3469.583, 18571.200 


tl of BLQ/ALQ Values 

0/0 

Wee* 3 

N 

4 


MEAN, GEO MEAN 

12847.485, 11279.740 


SD.SE 

7864.4053,3932.2027 


MEDIAN 

10690.025 


MIN, MAX 

5875.222,24134.667 


5%, 95% 

5875.222,24134.667 


U of BLQIALQ Values 

0/0 

Overall' 

N 

4 


MEAN, GEO MEAN 

11518-960,9998.806 


SD.SE 

7040.1168, 3520.0584 


MEDIAN 

10025.252 


MIN. MAX 

4672.403, 21352.934 


5%, 95% 

4672.403. 21352.934 


NOTE; Values listed were ncTmafized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value fmm Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c,g„ ,234*wi!l be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2,1-2 

Statical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 154 of 264) 


Biomarkcr: NNAL ((pmoI/24hryciaarcrtc per day) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

4 


NA 

MEAN. GEO MEAN 

48.710.41.176 




SO, SE 

30.3707,15.1853 




MEDIAN 

44.743 




MIN. MAX 

16.585. 86.770 




5%, 9SVt 

16.585, 88.770 



n of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

61.411,53.917 




SD. SE 

37.5918, 18.7959 




MEDIAN 

51.099 




MIN, MAX 

28.084, 1 [5.364 




5%, 95% 

28.084,115.364 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

4 


NA 

MEAN, GEO MEAN 

55.061,47.795 




SD, SE 

33.6514, 16.8257 




MEDIAN 

47.921 




MIN, MAX 

22,335, 102.067 




5%. 95% 

22.335.102.067 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey tor the corresponding week. 

" P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the E5L.Q/A LQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 22 October 2003 


Page 549 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438519 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Tiirtepoint and Overall 

(Page 155 of 264) 


Biomarker: NNAL (pg/mR Creatinine) _ Analy ti cal Lab: INB1KQ _______ 

Timepoint _ Statistic _ Smokers _ Nop-Smokere 


Week 1 

N 

4 

7 

0 0182 


MEAN. GEO MEAN 

130.848,94.734 

14.314,10.611 



SD,SE 

114.7662.57.3831 

11.6080,4.3874 



MEDIAN 

101 297 

7.542 



MIN, MAX 

29.054, 291.743 

3.645, 32.298 



5%, 95% 

29.054.291.743 

3.645, 32.298 



It of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0107 


MEAN, GEO MEAN 

133.676, 117.583 

18.213,13.362 



SD, SE 

77.0160,38.5080 

16.3222,6.1692 



MEDIAN 

119 442 

14.286 



MIN, MAX 

58.056.237.764 

3.741,52.000 



5% 95% 

58.056, 237.764 

3.741.52.000 



# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

4 

7 

0.0107 


MEAN, GEO MEAN 

132.262, 107.556 

16.264, 12.155 



SD, SE 

95.8013,47.9007 

13.2303,5.0006 



MEDIAN 

110.370 

10.509 



MIN, MAX 

43.555.264.754 

3.693, 39.941 



5%, 95% 

43.555.264.754 

3.693, 39.941 


’ P-value from Wilcoxon rank-sum test. 




' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 

of the quantification (e g., ’<1.234’will be used as 1.234') for the averages across visits 

within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore 

the data for these an 

alytes is not valid. 
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Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Btomatiers of Exposure by Timepocnt and Overall 

(Page 156 of 2641 


Biosnarto: NNAL fpenot/ma Creatinine) 
Timcwint Statistic 

Analytical Lab: INB1FO ____^ _ __ 




Smokers 

__Non-Sntakets_ 

F-value* 


Week 1 

N 

4 

7 

0.0)82 


MEAN, GEO MEAN 

0,626,0.453 

0.06S, 0.050 




SD, SE 

0.5487.0.2743 

0.0555,0.9210 




MEDIAN 

0.485 

0.036 




MIN. MAX 

0.139.1.395 

0.017,0.154 




5%. 95% 

0.139.1.395 

0.017,0.154 



# Of BLQ/ALQ Vafces 

0/0 

7/0 



Week 3 

H 

4 

7 

0.0107 


WEAN, GEO MEAN 

0.639.0.562 

0.087,0.QS4 




SD, SE 

0.3682,0.1841 

0.0782,0.0296 




MEDIAN 

0.571 

0.068 




MIN, MAX 

0.278,1.137 

0.018,0,249 




5%, 45% 

0.278, 1.137 

0.018,0.249 



# of BLQ/ALQ Values 

0/0 

7/a 



Overall* 

N 

4 

7 

0.0107 


MEAN, GEO MEAN 

0.633,0.515 

0.07S, 0,058 




SD, SB 

0.4579.02289 

0.0633,0.0239 




MEDIAN 

0.528 

0.050 




MIN, MAX 

0.209.1.265 

0.0)8,0.191 




5%, 95% 

0.209, 1.266 

0.018,0.191 




* P-value from Wilcnxon rank-sum lest. 

* Overall values calculated by fires averaging the results across v isits within a subject, then calculating the descriptive statistics awa&s subjects. Count of BLQ/ALQ values does not apply es she RLQ1ALQ values were converted to the limit 
of (he quantification (e.g., ’<! ,234'wii! be used as 1,234*} fur (he averages across visits within a subject thus eliminating all BLQ/ALQ values fortbe overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smoke re of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 157 of264) 


Biomarker: NNAL ((pg/mg CreatinineVcijiarcttc per day) _ Analytical Lab: 1NB1FQ _ 

Timepoint _ Statistic _ _ Smokers _ Non-Smokers ____ P-va1ue a 


Week 1 


Week 3 


Overall* 


MEAN, GEO MEAN 

10.392, 6.023 

SD.SE 

12.6764,6.33S2 

MEDIAN 

5.390 

MIN, MAX 

1.614,29.174 

5%, 95% 

1.614,29.174 

» of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

8.964,7.143 

SD, SE 

7.4027,3.7014 

MEDIAN 

6.409 

MIN, MAX 

3.225, 19.814 

5%, 95% 

3.225, 19.814 

# of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

9.679,6.707 

SD.SE 

10.0346,5.0173 

MEDIAN 

5.900 

MIN, MAX 

2.420,24.494 

5%, 95% 

2.420,24.494 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as 1 .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smckere of 24-Hour Urine Biomatiers of Exposure by Timepoint and Overall 

(Page 158 of264) 


Biomarker.NNAL ( (tnnokiintCreatmineVcitantins pa dap Analytical Lab: tNBIFQ _ 

- Timepoint _Statistic_Smokers ~ - — - Non-Smoken ' Twaitie 7 


Week! 

N 

4 


MEAN, GEO MEAN 

0.050, 0.029 


SD.SE 

0.0607, 0.0304 


MEDIAN 

0 026 


MIN. MAX 

O.OOS, 0.140 


5 %, <>$% 

0.008.0.140 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN. GEO MEAN 

0.043,0-034 


SD.SE 

0.0356,0.0178 


MEDIAN 

0.031 


MIN, MAX 

0.015, 0.095 


5%, 9.4% 

0.015.0.095 


4 of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GtO MEAN 

0.047.0.033 


SD.SE 

0.0482, 0-024! 


MEDIAN 

0.029 


MIN. MAX 

0.012.0.118 


5%, 95% 

0.012,0.118 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for (he corresponding week. 

’ P vaiue from Wiicoxott rank-sum test. 

’ Overall values calculated by fitst averaging the results across visits within a subject, then catenating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234’will be used as ’J.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 159 of 264) 


Biomarken NNAL (pg/mL) _ Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 3 

Week 1 

N 

4 

7 

0.0031 

MEAN. GEO MEAN 

122.8,118.5 

10.4,10.4 



SD, SE 

38.17,19.08 

0.00.0.00 



MEDIAN 

117.3 

10.4 



MIN, MAX 

83.3,173.3 

10.4,10.4 



5%. 95% 

83.3. 173.3 

10.4.10.4 


# of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

153.7,127.2 

10.4,10.4 



SO, SE 

98.66,49.33 

0.00,0.00 



MEDIAN 

142.5 

10.4 



MIN, MAX 

46.0, 283.7 

10.4.10.4 



5%, 95% 

46.0,283.7 

10.4,10.4 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

138.2,125.4 

10.4,10.4 



SD, SE 

58.33,34.16 

0.00,0.00 



MEDIAN 

129.9 

10.4 



MIN, MAX 

64.7,228.5 

10.4,16.4 



5%, 95% 

64.7,228.5 

10.4, 10.4 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, ihen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers ofExposure by Timepoint and Overall 

(Page 160 of264) 


Biomatker: NNAL (pmol/L) _ Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Siitukere 

P-value’ 

Week 1 

N 

4 

7 

0.003 1 

MEAN, GEO MEAN 

586.9.566.3 

49.7.49.7 



SD.SE 

182.44,91.22 

non, o.oo 



MEDIAN 

5605 

49.7 



MIN. MAX 

398.2, 828.4 

49.7,49.7 



5%, 95% 

398.2, 828.4 

49.7,49.7 


ft of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

734.5,608,1 

49.7,49.7 



SD, SE 

471.57,235.79 

0.00,0.00 



MEDIATE 

681.0 

49.7 



MIN, MAX 

219.9, 1356.1 

49.7,49 7 



5%, 95% 

219.9, 1356.1 

49.7,49.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall” 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

660-7,599.2 

49.7,49.7 



SD, SE 

326.69, 163.35 

0.00,0.00 



MEDIAN 

620.7 

49.7 



MIN, MAX 

309.1, 1092.3 

49.7,49.7 



5%, 95% 

309.1,1092.3 

49.7,49.7 



* P-value from Wtlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted 10 the limit 
Df the quantification (eg., ’<1.234’will be used as ’1.234'} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 

the data for these analytes is not valid. 
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Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkees of Exposure by Time point and Overall 

(Page 161 of 264) 


Biomariter; N\AL //pg/inLVcigarettcperday) Analytical Lab: INB1F 0_____ 

Timepoint _ Statistic _ Smokets _ Non-Smokers _ P-value” 


Week 1 N 4 

MEAN, GEO MEAN 8.1, 7 5 

SD.SE 3.51.1.76 

MEDIAN 7.5 

MIN, MAX 4,6,12.7 

5%. 95% 4.6,12.7 

it of BLQ/ALQ Values 0/0 

Week 3 N 4 

MEAN, GEO MEAN 9.4.7.8 

SD, SE 5.37,2.69 

MEDIAN 10.3 

MIN, MAX 2.6, 14.2 

5%, 95% 2.6,14.2 

tf of BLQ/ALQ Values 0/0 

Overall' N 4 

MEAN, GEO MEAN 8.7,7 8 

SD.SE 4.27,2.14 

MEDIAN 9.2 

MIN, MAX 3.6,12.9 

5%. 95% 3.6,12.9 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum lest. 

' Overal I values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<[.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438526 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-1 

Statistical Comparison Between Smokers and Non-Smokers of 24~Hour Urine Btomarkers of Exposure by Timepoinf and Overall 

(Page 162 of 264) 


i 


Biomarker: NNAL {(Dmol-'LVciaarette per day) 

Analytical Lab; 1NBIFO 



Tunepoint 

Statistic 

Smokers 

Non-Smok.cn> 

P-valuc’ 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

38.6,36.0 




SD, SE 

16.77,8.38 




MEDIAN 

358 




MIN, MAX 

22.1,60.8 




5%, 95% 

22.1,60.8 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

44.7,36.9 




SD, SE 

25.76,12.88 




MEDIAN 

49.3 




MTN, MAX 

12.2,67.8 




5%, 95% 

12.2,67.8 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

41.7, 37.2 




SD, SE 

20.37, 10.18 




MEDIAN 

43.9 




MIN, MAX 

17.2,61.8 




5%, 95% 

17.2,61.8 




NOTE: Values listed were normalized by taking the original biomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438527 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-lIour Urine Biomarkcra of Exposure by Timepoint and Overall 

(Page 163 of264) 


Biomaiker: NNAL plus NNAL- g luc ( pg /24hr) Analytical Lab; [NBIFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value” 

W«k1 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

549554.500, -4628.13.558 

17892.457, 15800.916 



SD.SE 

293611.1770, 146805.8885 

9736.3366, 3679.9893 



MEDIAN 

504996.500 

12688.000 



MIN. MAX 

152850.000, 835375.000 

8112.000.33363.200 



5%. 95% 

152850.000.835375.000 

8112.000,33363.200 


4 Of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0084 

MEAN, GEO MEAN 

585318.250,569775.116 

23637.250,21026.754 



SD.SE 

157081.1304,78840.5652 

12126.9421,4287.5215 



MEDIAN 

566380.500 

21580.000 



MIN, MAX 

413080,000,795432.000 

7800.000,47762.000 



5%, 95% 

413080.000, 795432.000 

7800.000.47762.000 


U uf BLQ/ALQ Values 

0/0 

7/0 


Overall 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

567436.375,535070.239 

22631.700, 19764.230 



SD.SE 

191729.1352,95864.5676 

12789.3686,4521.7246 



MEDIAN 

644306.500 

19552.000 



MIN, MAX 

282965.000,698163.500 

7956.000,47762.000 



5%, 95% 

282965.000,698163.500 

7956 000,47762.000 



6 P-vaUie from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg, ’<] .234"* will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438528 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 164 of 264) 


Biomarker: NNAL plus NNAL-gluc (pmol/24hT) 

Analytical Lab: INBIFO 



Timcpoim 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

4 

7 

0.0107 

MEAN. GEO MEAN 

2626.871. 2212.249 

85.526. 75.52R 



SD, SE 

1403.4645.701.7323 

46.5396, 17.5903 



MEDIAN 

2891.884 

60.649 



MIN, MAX 

730.623, 3993.093 

38.775, 159.476 



5%. 95% 

730.623. 3993.093 

38.775, 159.476 


n of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0084 

MEAN. GEO MEAN 

2797.821.2723.525 

112.986,100.508 



SD, SE 

753.7159, 376.8580 

57.9667.20.4943 



MEDIAN 

2707.299 

103-153 



MIN. MAX 

1974.522,3802.165 

37.284,228.302 



5%, 95% 

1974.522, 3802.1 G5 

37.284, 228.302 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

8 

0.0085 

MEAN. GEO MEAN 

2712.346,2557.636 

108,180,94.473 



SD, SE 

916.4653,458.2327 

61.1329,21.6138 



MEDIAN 

3079.795 

93.459 



MIN, MAX 

1352.573,3337.222 

38.030,228-302 



5% 95% 

1352.573, 3337.222 

38.030, 228.302 



1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. T ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438529 


• t • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 165 of 264) 


Biomarker: NNAL plus NNAL-gluc «pg/24hiYcigarette per day) _ Analytical Lab: l'NBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value 1 


Week I 

N 

4 

NA 


MEAN. GEO MEAN 

36071.731,29425.119 



SD.SE 

19984.6413, 9992.3206 



MEDIAN 

41741.728 



MIN, MAX 

8491.667,52311.800 



5%, 95% 

8491.667.52311,800 



# of BLQ/ALQ Values 

o/a 


Week 3 

N 

4 

NA 


MEAN, GEO MEAN 

37705.629,34611.491 



SD.SE 

19492.3489,9746.1745 



MEDIAN 

3079.3.813 



MIN. MAX 

22948.889,66286.000 



5%, 95% 

22948.889,66286.000 



# of BLQ/ALQ Values 

0/0 


Overall’ 

N 

4 

NA 


MEAN, GEO MEAN 

36888.680,33129.734 



SD, SE 

18231.686!, 9115.8431 



MEDIAN 

36267.771 



MIN. MAX 

15720.278,59298.900 



5%, 95% 

15720 278, 59298 900 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
s P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234* will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438530 



RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2,1*2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 166 of264) 

Biomarker: NNAL plus NNAL-gluc ( (pmof/24hr)/ciflarette per da y)_ Analytical Lab: 1NB1FQ _ 

Timepoint _ Statistic _ Smokers ___ Non-Smokers _P-value" 


Week 1 

N 

4 

NA 


MEAN, GEO MEAN 

172.423, 140.652 



SO, SF. 

95.5266,47 7633 



MEDIAN 

199.526 



MIN, MAX 

40.590, 250.050 



5%, 95% 

40.590, 250.050 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

4 

NA 


MEAN. GEO MEAN 

180.233, 165.443 



SD. SE 

93.1733. 46.5867 



MEDIAN 

147.195 



MIN, MAX 

109.696, 316.847 



3%, 93% 

109.696, 316.847 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

4 

NA 


MEAN, GEO MEAN 

176.328, 158.360 



SD. SE 

87.1476,43.5738 



MEDIAN 

173.351 



MIN, MAX 

75.143,283.449 



5%, 95% 

75.143,283.449 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ,234’will be used as *1-234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 

the data for these analytes is not valid. 
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PM3006438532 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


j 

Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24 Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 168 of264) 


Biomarker: NNA1. plus NNAL-eluc (pmol/mg Creatinine) 

Analytical Lab: 1NBIFO 



Timepoint 

Statistic 

Smokeis 

Non Smokers 

P-value" 

Week 1 

N 

4 

7 

0.0107 

MEAN, GEO MEAN 

2.104, 1.547 

0.068,0.050 



SD, SE 

1.4686, 0.7343 

0.0555,0.0210 



MEDIAN 

2.075 

0.036 



MIN. MAX 

0.340.3.928 

0.017.0.154 



5%, 95% 

0.340, 3.928 

0.017,0.154 


# of BLQ/ALQ Values 

0/0 

720 


Week 3 

N 

4 

8 

0.0085 

MEAN, GEO MEAN 

1 867, I 724 

0.092.0.070 



SD. SE 

0.8925, 0.4462 

0.0739,0.0261 



MEDIAN 

1.631 

0.076 



MTN, MAX 

1.084, 3.121 

0.018, 0.249 



5%, 95% 

1,054,3.12) 

0.018, 0.249 


» of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

8 

00085 

MEAN, GEO MEAN 

1.986, L713 

0.084, 0.064 



SD, SE 

1.1592. 0.5796 

0.0612, 0.0217 



MEDIAN 

1.853 

0.066 



MIN, MAX 

0.712, 3.525 

0.018, 0.191 



5%, 95% 

0.712, 3.525 

0.018, 0.191 



4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as T234’)forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438533 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 169 of 254) 


Biomarker: NNAL plus NNAL-gluc ({pfl 'mfi Creatinm&Vciftanette per day) Analytical Lab: IN3JFQ _ 

Timepoint Statistic Sm oker s . _ _ Non-Smokers P-value" 


Week 1 

N 

4 


MEAN. GEO MEAN 

33 394,20.575 


SD, SE 

33.9393.16.9697 


MEDIAN 

23.723 


MIN, MAX 

3.951,82.179 


5%, 95% 

3.951.82.179 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

4 


MEAN, GEO MEAN 

25.939,21.917 


SD, SE 

19.1954,9.5977 


MEDIAN 

18.370 


MIN, MAX 

12.598, 54.418 


5%, 9J% 

12.598, 54.418 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

4 


MEAN, GEO MEAN 

29.667,22.351 


SD, SE 

26.4666, 13.2333 


MEDIAN 

21.047 


MIN, MAX 

8.275. 68.299 


5%. 95% 

8275, 68.299 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wjlcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject; then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438534 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-S450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 170 of264) 


Biomarker: NNAL plus NNAL-gluc ((pmol/mg Creatinine yrifiarene per day) _Anal yiical Lab: 1NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

0.160,0.099 




SD. SE 

0.1622,0.0811 




MEDIAN 

0.114 




MIN. MAX 

0.019.0.393 




5%, 95% 

0.019,0.393 



U of BLQ/ALQ Values 

0/0 



Wee!: 3 

N 

4 


NA 

MEAN, GEO MEAN 

0.124,0.104 




SD, SE 

0.0918,0.0459 




MEDIAN 

0.088 




MIN, MAX 

0.060, 0.260 




5%, 95% 

0060,0.260 



tf of BLQ/ALQ Values 

0/0 



Overall’ 

N 

4 


NA 

MEAN, GEO MEAN 

0.142, 0.107 




SD, SE 

0.1267,0.0633 




MEDIAN 

0.101 




MIN. MAX 

0.040. 0.327 




5%. 95% 

0.040, 0.327 




NOTE: Values listed were normalized by taking (he original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

B P-value from Wjlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e g., ’<1.234* will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438535 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


TahJe 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarken; of Exposure by Timepoint ami Overall 

(Page 171 of254) 


Biomaiken NNAL plus NNAL-gluc (pg/mL) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week I 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

445.0.434.7 

10.4.10.4 



SD.SE 

205.33,102.66 

0.00,0.00 



MEDIAN 

453.9 

10.4 



MIN, MAX 

203.8, 668.3 

10.4,10.4 



5%, 95% 

203.8, 668.3 

10.4,10.4 


if of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

444.2,390.3 

13.7,12.2 



SD,SE 

251.04,125252 

9.30,329 



MBD1AN 

407.0 

10.4 



MIN, MAX 

179.6,7833 

10.4,36.7 



5%, 95% 

179.6,783.3 

10.4,36.7 


» of BLQ/ALQ Values 

0/0 

7/0 


Overall" 

N 

4 

8 

0.0033 

MEAN, GEO MEAN 

444.6,4035 

13.7, 12.2 



SD t SE 

201.70, 100.85 

930,329 



MEDIAN 

460.2 

104 



MIN, MAX 

191.7, 666.4 

10.4,36.7 



5%, 95% 

191.7, 666.4 

10.4,36.7 



" P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ value* does not apply as the BLQ/ALQ values were converted lo the limit 
ofthe quantification (e.g., ’<1.234'will be used as ’13134’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438536 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


tabic 14.2.1-2 

Statistics! Comparison Between Smokers and Non-Smokers of 24.Hour Urine Biomnrkcrs of Exposure by Timcpoint and Overall 

I Page 172 of 264} 


Biomarken NNAL plus NNAL-gluc (pmoI/L) 

Analytical Lab: INBIFO 


Timeooiut 

Statistic 

Soakers 

Non-Smokers 

Week 1 

N 

4 

7 

MEAN, GEO MEAN 

2127,0, 1934.3 

49.7,49.7 


SD.SE 

981.45,490 73 

0.00,0.00 


MEDIAN 

2169.7 

49.7 


MIN, MAX 

974.2,3194.5 

49.7,49.7 


5%, 95% 

974.2,3194.5 

49.7,49.7 


of DLQ/ALQ Values 

CTO 

7/0 

Week 3 

N 

4 

8 

MEAN, GEO MEAN 

2123.3,1865.7 

65,4, 582 


SD, SE 

1199.98, 599.99 

44.44, 15.71 


MEDIAN 

1945.2 

49.7 


MIN, MAX 

858.5, 3744,2 

49.7, 175.4 


5%, 95% 

856.5, 3744.2 

4y.7,175.4 

# of BLQ/ALQ Values 

0/0 

7/0 

Overall* 

N 

4 

8 

MEAN, GEO MEAN 

21252, 1928.8 

65.4, 58.2 


SP,$E 

954.06,482.03 

44.44, 15.71 


MEDIAN 

2199.5 

49.7 


MIN, MAX 

916.4,3185.4 

49.7, 175.4 


5%, 95% 

916.4, 31S5.4 

49.7,175.4 


P-value* 


0.0031 


0.0033 


0.0033 


| P-value from Wilcoxon rank-sum test ~ ~~~~ —---- 

(>/era]i values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1-234’ will bo used as ’1234') for the averages across visits within a subject thus eliminating til BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 1411-2 

Statistical Comparison Between Smokers ami Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepcint and Overall 

(Page 173 of 264) 


Analytical Labi 1NB1EO 


Titnenoim 

Siaiistic 

Smokers 

Nun-Sinokrrs 

P-valu* J 

Week 1 

N 

4 


NA 

MEAN, GEO MEAN 

28.5,25.7 




SD.SE 

12.47, 6124 




MEDIAN 

31,7 




MIN, MAX 

113,39.3 




5%, 25% 

11.3.39.3 



n of BLQ/ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

26.9,23.7 




SD, SE 

1342, 6.71 




MEDIAN 

2912 




MIN. MAX 

10,0, 39.2 




5%, 95% 

10.0,392 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

4 


NA 

MEAN, GEO MEAN 

27.7,25.1 




SD.SE 

11.53.5.77 




MEDIAN 

32.2 




MIN, MAX 

10.7,35.9 




5%, 95% 

10.7,35.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across suigects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., v -1.234 * will be used as 2,234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 22 Octobei 2003 


Page 568 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438538 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 174 of 254) 


Biomarkcr NNAL plus NNAL-gluc ((pmol/p/cigarette per day) _ Analytical Lab: rNBIFQ 


TuiK-lAiiiit _ Statistic _ Smoker* _ Non-Smokers _P-value’ 


Week 1 N 

4 

NA 

MEAN, GEO MEAN 

136.2, 123.0 


SD,SE 

59.64,29.82 


MEDIAN 

1513 


MIN, MAX 

54.1, 187.9 


5%, 95% 

54.1, 1S7.9 


# of BLQ/ALQ Values 

0/0 


Week 3 N 

4 

NA 

MEAN, GEO MEAN 

128.6,113.3 


SD, SE 

64.12,32.06 


MEDIAN 

139.8 


MIN, MAX 

47.7,187.2 


5%, 95% 

47.7, 187.2 


# of BLQ/ALQ Values 

m 


Overall* N 

4 

NA 

MEAN, GEO MEAN 

132.4,119.7 


SD, SE 

5522 ,27,61 


MEDIAN 

153.5 


MIN, MAX 

50,9, 171,8 


5%, 95% 

50.9,171.8 



NOTE: Values bated wero normalizad by taking the original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the correaponding week. 

* P-vaiue from Wilcoxon rank-sum test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limi t 
of the quantification (e.g, VI .234’ will be used as T.234’) firr the averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


! 


Final Draft: 22 October 2003 


Page 569 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438539 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page ! 75 of254) 


Biomaritcn NNAL-O-glucuicnide (pmol/L) _ Analytical Lab. INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week! 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1540,2, 1323.6 

0.0, NA 



SD.SE 

910.77,45529 

0.00,0.00 



MEDIAN 

1451.5 

0.0 



MIN, MAX 

576.1,2681.6 

0.0,0.0 



5%, 95V. 

576.1, 2681.6 

0.0,0.0 


# of BLQ/ALQ Value* 

0/0 

7/0 


Week 3 

N 

4 

7 

o.fmi 

MEAN, GEO MEAN 

1388.9.1249.1 

0.0, NA 



SD, SE 

729.66,364,83 

0.00,0.00 



MEDIAN 

1264.3 

0.0 



MIN, MAX 

638.7,2388.1 

0.0, 0.0 



5%. 95% 

638.7,2388.1 

0.0,0.0 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1464.5,1315.6 

0.0, NA 



SD, SE 

690.13,345,06 

0.00,0.00 



MEDIAN 

1578.8 

0.0 



MIN, MAX 

607.4,2093.2 

0.0,0.0 



5%, 95% 

607.4,2093.2 

0.0,0.0 



* F-value from Wilcoxon rank-sum test. - — - 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply a 3 the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl .234' will be used as 1,234’)fbr the averages across visits within a subjeci thus eliminiiing all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 1431-2 

Statistical Comparison Between Smokers and Non-Smokera of 24-Hour Urine Biemarkera of Exposure by Timepotnt and Overall 

{Page 176 of264) 


Biuroarker NNAL-O-glucuronlite ((pmoi/Ll/cigarette per day) Analytical Lab: INBIFO 


Timepotnt 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

4 


NA 

MEAN. GEO MEAN 

97.5. 84.1 




SD, SE 

52.09, 26.05 




MEDIAN 

1002 




MIN, MAX 

32.0,157.7 




5%, 95% 

32.0,157.7 



# of BLQ1ALQ Values 

0/0 



Week 3 

N 

4 


NA 

MEAN, GEO MEAN 

84,0,75.9 




SD, SE 

3836,19.18 




MEDIAN 

90.5 




MIN, MAX 

35.5,119.4 




5%, 95% 

35.5,119.4 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

4 


NA 

MEAN, GEO MEAN 

90.8, 81.7 




SD, SE 

38.20,19.10 




MEDIAN 

107.4 




MIN, MAX 

33.8,114.6 




5%, 95% 

33.8, 114.6 




NOTE: Values listed were normalized by taking the original biomauker and dividing It by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

* P-vatue from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then caleuiathtg the descriptive statistics across subjects. Count Df BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '■=1.234' will be used as 1.234} for the averages across visits within a street thus eliminating ail BLQ/ALQ vaiuej for the overall statistics. 

NOTE: Tire NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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i 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 177 of 264) 


Biomarker: NNAL-O-glucuronidc (pmoI/24hr) Analytical fab: 1NBIFO 

_ Tiroeporol _ Statistic _ Smokers _ Nou-SinokcnT 


P-value' 


Week! 

N 

4 


MEAN, GEO MEAN 

1911.172,1513.743 


SD, SE 

1220.1075,610.0537 


MEDTAN 

1930.306 


MIN, MAX 

432.075,3352.000 


5%, 95% 

432.075,3352.000 


# of BLQ/ALQ Values 

0® 

Week 3 

N 

4 


MEAN, GEO MEAN 

1353.886,1823.438 


SD, SE 

401.2446,200.6223 


MEDIAN 

1764388 


MIN, MAX 

1469.010, 2417.760 


5%, 95% 

1469.010,2417.760 


n of BLQ/ALQ Values 

0/0 

Overall’ 

N 

4 


MEAN, GEO MEAN 

1882.529, 1770.202 


SD, SE 

675.7396,337.869S 


MEDIAN 

2005.422 


MIN, MAX 

950.543,2568.731 


5%, 95% 

950.543.2568.731 


7 0.0031 

0.000, NA 
0.0000, 0.0000 
0.000 

0.000, 0.000 
0.000, 0.000 
7/0 

7 0.0031 

0.000, NA 
0.0000, 0.0000 
0.000 

0.000, 0.000 
0.000, 0,000 
7/0 

7 0.0031 

OjOOO.NA 
0.0000,0,0000 
0.000 

0.000, 0.000 

0.000, 0.000 


' P-value from Wilcoxon rank-sum tea. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistic* across subjects. Ctxun of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’wilt be used as ’1.234} for the averages across visits wiitiin a subject thus eliminating all BLQ/ALQ values fire the overall statistics, 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 178 of264) 


Biomarkei: NNAL-O-glucuronide ((pmoI/'24ltiVciitarette per day) _ Analytical Lab: INBlfO 


Timepoint gatjftjc _ Smokers ________ Non-Smokers _ P-yalue' 


Week 1 

N 

4 

MA 

MEAN. GEO MEAN 

123.714,96.242 



SD.SE 

75.0082, 37.5041 



MEDIAN 

136.837 



MIN. MAX 

24.004,197.176 



5%, 95% 

24.004,197.176 


# of BLQ/ALQ Values 

0/0 


Week J 

N 

4 

NA 

MEAN, GEO MEAN 

118.821,110.767 



SD.SE 

56.0040,28.0020 



MEDIAN 

96.097 



MIN, MAX 

81.612,201.480 



5%, 95% 

81.612,201.480 


# of BLQ/ALQ Values 

0/0 


Overall’ 

N 

4 

NA 

MEAN, GEO MEAN 

121.258,109.622 



SD, SE 

56.7231,28,3615 



MEDIAN 

125.440 



MIN, MAX 

52.808, 181,383 



554,95% 

52.808,181.383 



NOTE: Values listed were normalized by taking the original biotnarker and dividing it by the number of cigarettes found in cjnestion 4 of the weekly survey for the corresponding week. 

* P-vtilue tom Wllcoxon rank-sum test. 

* Overall values calculated by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQIALQ values does not apply as tbe BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.234’ will be used as T 2341 tor the averages across visits within a subject thus eliminating all BLQ/ALQ yaltrea fbr tbe overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2 1-2 

Statistics! Comparison Between Smokers am] Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

(Page [79qf264) 


Bkttrwrkcn NNAL-O-fclucuronkk (pmol/mg Creatininej 

Analytical Lab: TNB1FO 



Timcpotnt 

Statistic 

Smokers 

MonSmckcrs 

P-value* 

Week 1 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1.479, I.0J8 

0.000, NA 



SD, SE 

0.9830,0.4915 

0,0000,0.0000 



MEDIAN 

1.590 

0.000 



MIN, MAX 

0.201,2.534 

0.000,0.000 



5%. 95% 

02201,2.534 

0.000,0.000 


# of BLQ/ALQ Values 

IW 

7/0 


Week 3 

N 

4 

7 

0 0031 

MEAN, GEO MEAN 

1.228,1.155 

0.000, NA 



SD, SE 

0.5275,0.2638 

0.0000,0.0000 



MEDIAN 

I.0SI 

0.000 



MIN, MAX 

0.806,1.9S5 

0,000,0.000 



534,95% 

0.806,1.985 

0.000,0.000 


# of BLQ/ALQ Values 

ozo 

78) 


Overall' 

N 

4 

7 

0.0031 

MEAN, GEO MEAN 

1354, 1,189 

0.000, NA 



SD, SE 

0.7197,0.3599 

0.0000,0.0000 



MEDIAN 

1.326 

0.000 



MIN, MAX 

0.504,2.2 tit) 

0.000,0.000 



5%, 95% 

0.504,2,260 

0.000,0.000 



' P-valuc from Wlleoxon rank-sum teat. 

' Overall values calculated by first averaging the results across visits within s subject, then calculating the descriptive statistics ectoes subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., N! .234 ’will be used as '1.2341 for the averages across visits within a subject thus eliminating atl BLQ/ALQ values lor the overall satisfies, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page ISO of2645 


Biomaiier: NN AL-O-fihicuronide ((pmoi/mg Creatinine Vcigajgtte per day) Analytical Lab: INBiPO 


Timepoinl 


Statistic 


Smokers 


Non-Smokers 


Week 1 


Week? 


Overall* 


N 

4 

MEAN, GEO MEAN 

0.110,0.067 

SD, SE 

0.1034,0.0517 

MEDIAN 

0.088 

MIN, MAX 

0.011,0253 

5%, 95% 

0.011,0253 

# ufBLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.081,0.070 

SD, SE 

0,0563,0.02&2 

MEDIAN 

0.057 

MIN, MAX 

0.045,0165 

5%, 95% 

0.045,0165 

H of BLQ/ALQ Values 

0/0 

N 

4 

MEAN, GEO MEAN 

0.096, 0.074 

SD, SE 

0,0789,0.0395 

MEDIAN 

0.073 

MIN, MAX 

0028, 0.209 

5%, 95% 

0.028, 0.209 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original brotnarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey far the corresponding week. 

" P-value from Wilcoxon tank-sum test 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234'will be used as '1.234} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24- Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 181 of 264) 


Biomarker: Nicotine (nmol/24hr) Analytical Lib: 1NB1FO 

Timcpotnt 

Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Week 1 

N 

6 

3 

0.0282 

MEAN. GEO MEAN 

9618.834,7479.916 

7.072, 6.609 



SD, SE 

7409.9864,3025.1143 

3.0623.1.7680 



MEDIAN 

6290338 

6.936 



MIN, MAX 

3259.536,19895.897 

4.080, 10.200 



5%, 95% 

3259.536,19895.897 

4.080, 10300 


if of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

8208,238,7076.088 

7.548,6.393 



SD, SE 

4490.9820,1833.4357 

5.6738,4.0120 



MEDIAN 

8354.878 

7.548 



MIN, MAX 

3484.431,13388.466 

3.536, 11.560 



5%, 95% 

3484.431,13388.466 

3.536, 11.560 


# of BLQ/ALQ Values 

m 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

6005220,5280.694 

7.076,6.689 



SD, SE 

2926.7725,1308.8925 

2.7799,1.3899 



MEDIAN 

7103.308 

6.509 



MIN, MAX 

2126.5ffl.SB44.885 

4384,10.880 



5%, 95% 

2126.530,8844,885 

4.284,10.880 


# of BLQ/ALQ Values 

0/0 

4/D 


Overall' 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

8471.514,7224.185 

8.359,7.845 



SD, SE 

50603532.2065.8397 

2.9810,13170 



MEDIAN 

7066.450 

S.609 



MIN. MAX 

3555.830,15498.722 

3.967,11.560 



5%, 95% 

3555.830, 15498,722 

3.967,11.560 


P-value from Wilcoxon rank-sum test. 


" Overall values calculated by first averaging (lie results across visits witta a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quaniiflanioii (e,g„ *=1.234' will be used as '1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-IIour Urine Diomarkcrs of Exposure by Tiniepoiltt and Overall 

(Page 182 of 2641 


Biotiiarker Nicotine ( U E/24hr) _ Analytical Lab: 1NBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 


Week I 

N 

0 

3 

0.0282 


MEAN, QEO MEAN 

1560.175, 1213.243 

1.147,1.072 




SD, SE 

1201 8996, 490.6734 

0.4964,0.2866 




MEDIAN 

[020.293 

1.125 




MIN, MAX 

528.697, 3227.114 

0.662,1.654 




5%, 95% 

528.697,3227.114 

0.662, 1.654 



# of BLQ/ALQ values 

[V0 

320 



Week 2 

N 

6 

2 

0.0668 


MEAN, GEO MEAN 

1331376, 1147.742 

1.225, 1.037 




SD, SE 

728.4371,297.3832 

0.9199,0.6505 




MEDIAN 

1355,162 

1.225 




MIN, MAX 

565.17S.2I71.609 

0.574,1,875 




5%, 95% 

565.175,2171.609 

0.574,1.875 



V uf BLQ/ALQ Values 

(V0 

2/0 



WeekJ 

N 

5 

4 

0.0200 


MEAN. GEO MEAN 

974.047, 856.528 

1.148, 1.085 




SD, SE 

474.7226,212.3024 

0.4509,0.2255 




MEDIAN 

1152.157 

1.066 




MIN, MAX 

344.931, 1434.640 

0.695,1.765 




5%, 93% 

344.931, 1434.640 

Q.69S, 1.763 



it of BLQ/ALQ Values 

0/0 

4/0 



Overall’ 

N 

6 

6 

0.0051 


MEAN, GEO MEAN 

1374.080, 1171.763 

1.356, 1273 




SD, SE 

820.7730,335.0792 

0.4833,0.1973 




MEDIAN 

1146.178 

1396 




MIN, MAX 

376.756,2313.893 

0,644, 1.875 




5%, 95% 

576.756,2513.893 

0.644.1.875 




* P-value from Wilcraun rank-stmitest. . “ 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive jt«istics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of She quantification (e.g., '<1^34'will be used as T 234') for the averages across visits within a subject thus eliminating all BLQ/ALQ yakes fbrlhe overall statistics. 


Final Draft: 22 October 2003 


Page 577 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438547 


• • # 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic (4.2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 183 of 264) 


Biomarker: Nicotine (6utvpl/24hrycigan;ne per day) _ Analytical Lab: INBIFO _ 

Timepoint_ Statistic _ Smotas _ No~t-Smoker» _P-value* 


Week I 

N 

MEAN, GEO MEAN 

SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

636.191,455.251 

531.8371,217.1216 

535377 

181.085,1503.563 
181.085, 1503.563 

cm 

Week 2 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

765.859, 536.234 
716.1272,2923577 
451.760 

178.705.2015.446 

178.705.2015.446 
(V0 

Week 3 

N 

MEAN. GEO MEAN 

SD.SE 

MEDIAN 

MIN, MAX 

554,95% 

» of BLQ/ALQ Values 

5 

618.861,483.430 
510.4448,2282779 
394.628 

187266, 1474.148 
187.266, 1474.148 
0/0 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

55495% 

6 

678.707,553.168 
433.9425,177.1563 
612.633 

221:461, 1239.200 
221.461, 1239.200 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by talcing the original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLO/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<1.234’ will he used as ’1.234 - ) for the averages across visits wfthin a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 
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PM3006438548 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokets and Non-Smokeis of 24-Hour Urine Biotnatkers of Exposure by Timepoint and Overall 

(Page 184 of 264) 

Biomatker. Nicotine ((ug/241irycigaittte per day) Analytical Lab. 1NB1FQ _ 

Timepoint Statistic __.Smokers_Non-Smokers_P-vaiue J 


! 


Week I 


Week 2 


Week 3 


Overall' 


MEAN, GEO MEAN 

103.190.73.842 

SD.SE 

86.2639,35.2171 

MEDIAN 

86.839 

MIN, MAX 

29.372,243.878 

594. 95% 

29.372,243.878 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

124.224, 86.977 

SD.SE 

116.1556, 47.4203 

MEDIAN 

73.276 

MIN. MAX 

28.986,325.905 

5%. 95% 

28.986,326.305 

# of BLQ/ALQ Valuer 

0/0 

N 

5 

MEAN, GEO MEAN 

100.380,78.413 

SD.SE 

82.7940,37.0266 

MEDIAN 

64.009 

MIN, MAX 

30,375,239-107 

5%. 95% 

30.375.239.107 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

110.087, 89.724 

SD.SE 

70.3855. 28.7347 

MEDIAN 

99.370 

MIN, MAX 

35.921,200.998 

5%. 95% 

35.921.200.998 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomsirker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wiltxwor. rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ valueB does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1.234' will be uaed aa ’] .2341 for die averages across visit* within a subject Unis eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438549 


• i • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 185 of 264) 


Biomarker Nicotine {nmol/mg Creatinine) _ Analytical Lab: 1NB1FQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0275 

MEAN, CEO MEAN 

6,631, 5,419 

0.005,0.0Q5 



SD, SE 

4.3231,1.7649 

0.0006,0.0003 



MEDIAN 

5.003 

0.005 



MIN, MAX 

1.717,12.677 

0.004,0.005 



5%, 95% 

1,717,12.677 

0.004,0.005 


Hof BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

6,414, 5.576 

0.008,0.006 



SD, SE 

3.4787,1.4202 

0.0064,0.0045 



MEDIAN 

6.483 

0.008 



MIN, MAX 

2.159, 12.067 

0.003,0.012 



5%, 95% 

2.159, 12.067 

0.003,0.012 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN. GEO MEAN 

5.449,5,159 

0.006,0.005 



SD, SE 

2,0593,0.9210 

0.0024,0.0012 



MEDIAN 

4.773 

0.006 



MIN, MAX 

3.605, 8.447 

0.003,0.008 



5%, 95% 

3.605, 8.447 

0.003,0.008 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall" 

N 

6 

6 

0.0050 

mean, geo mean 

6.376,5.742 

0.006, Q.006 



SD, SE 

3.0639,1.2508 

0,0032,0.0013 



MEDIAN 

5.903 

0.005 



MIN. MAX 

2.383, 10.457 

0.004, Q-012 



5%, 95% 

2.883,10457 

0.004,0.012 



■ P-yalue from Wlleonm rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ Y&lues does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 12343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438550 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Binmartters of Exposure by Ttmepoint and Overall 

(Page 186 of264) 


Biomarker: Nicotine (Jto'rtig Creatinine) 

Analytical Lab: INBIPO 


Tirtiepoint 

Statistic 

Smokere 

Nozz-Smofcirs 

Week 1 

N 

6 

3 

MEAN, GEO MEAN 

1.076.0.B79 

0.001,0.001 


SD.SE 

0.7014,0.2863 

0.0000.0.0000 


MEDIAN 

0.812 

0.001 


MIN, MAX 

0.278,2.056 

0.001, 03)01 


5%, 95% 

0278, 2.056 

0.001,0.001 

tf of BLQ/ALQ Values 

0/0 

3/0 

Week 2 

N 

6 

2 

MEAN, GEO MEAN 

1.040,0.904 

0.001. NA 


SD,SE 

Q.5642,02303 

0.0014,0.0010 


MEDIAN 

1.052 

0.001 


MIN, MAX 

0-350, 1.957 

0.000, 0,002 


5%, 95% 

0250, 1.957 

0.000, 0.002 

it of BLQ/ALQ Values 

0/0 

2/0 

Week 3 

N 

5 

4 

MEAN, GEO MEAN 

0.884,0.837 

0.001,NA 


SD, 3E 

0.3339,0.1493 

0.0005,0.0003 


MEDIAN 

0,774 

0.001 


MIN, MAX 

0.585, 1.370 

0.000, 0.001 


5%, 95% 

0.5BJ, 1.370 

0.000,0.001 

# of BLQ/ALQ Values 

00 

4/0 

Overall" 

N 

6 

6 

MEAN, GEO MEAN 

1.034,0.931 

0.001, NA 


SD, SB 

0.4971,0.2029 

0,0006, 0.0003 


MEDIAN 

0.958 

0.00L 


MIN, MAX 

0.467, 1.696 

0.000, 0,002 


5%, 95% 

0.467, 1.696 

0.000, 0.002 


P-Yaitig' 

0.0236 


0.0668 


0.0179 


0.0043 


1 P-value from Wilcoxonrark-aumt«3t. . . 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Ojunt of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted io the limit 
of flic quantification (e.g., '<1.234’ will be used as' 1,234'j fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438551 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 _ 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokere of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 187 of264) 


Biomarker: Nicotine ((nmol/mg Creatinineyricaretie per day) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

6 

MEAN, GEO MEAN 

0.455, 0.3-29 


SD. SE 

0.3700,0.1511 


MEDIAN 

0.360 


MIN, MAX 

0.095,1.056 


5%, 95% 

0.095, 1.056 

# of BLQ/ALQ Values 

0/0 

Week 2 

N 

fi 

MEAN. OEO MEAN 

0.582, 0.423 


SD, SE 

0.4804, Q.I961 


MEDIAN 

0.364 


MIN, MAX 

0.108, 1.275 


5%, 95% 

0.108,1275 

# of BLQ/ALQ Values 

0/0 

Week .8 

N 

5 

MEAN, GEO MEAN 

0.608,0.472 


SD, SE 

0.4860,0.2173 


MEDIAN 

0,552 


MIN, MAX 

0.180,1.408 


5%, 95% 

0.180, 1.408 

# of BLQ/ALQ Values 

0/0 

Overall' 

N 

6 


MEAN, DEO MEAN 

0.538, 0.442 


SD, SE 

0.3327, 0.1358 


MEDIAN 

0.495 


MIN, MAX 

0.155, 0.948 


5%, 95% 

0.156,0.948 


Non-Smokers 


P-value 1 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vatae from Wllcoxon rank-sum test. _ .... . _ .. .. .. . 

* Overall values calculated by first averaging the results a cross visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., U:| J34*willbe used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fhr the overall statistics. 
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PM3006438552 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.11-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Tirtiepoint and Overall 

{Page 188 of264) 


Biomaiker: Nicotine (fug mg Creatinine yciearette per day I Analytical Lab: INB1FO ________ 

Timepolnt _ Stariatic _ Smokers _Non-Smokers_P-value* 


Week 1 


Week 2 


Week3 


Overall' 


MEAN, GEO MEAN 

0.074,0,053 

SD, SE 

0.0601,0.0245 

MEDIAN 

0,059 

MIN, MAX 

0.015,0,171 

5%, 95% 

0.015,0,171 

U of BLQ/ALQ Values 

ora 

N 

6 

MEAN, GEO MEAN 

0,095,0.069 

SD, SE 

0.0779, 0.0318 

MEDIAN 

0.059 

MIN, MAX 

0.018, 0.207 

5%, 01% 

0.018, 0.207 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.099, 0.077 

SD, SE 

0.0787, 0.0352 

MEDIAN 

0.090 

MIN. MAX 

0.029.0.228 

5%, 95% 

0,029,0228 

#of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.0S7, 0.072 

SD, SE 

0.0540, 0.0220 

MEDIAN 

0.081 

MIN, MAX 

0.025,0,154 

5%, 95% 

0.025,0.154 


NA 


NA 


NA 


NA 


NOTE; Values baled were normalized by taking lire original bknnurfcer and dividing it by ihe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-eum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistica across subjects. Count of BLQ/ALQ values does not apply bs the BLQ/ALQ values were converted to tbe limit 
of the quantification {e.g., '<1.234’will be used as'1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438553 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 189 of 264) 


Biomarker: N icotine jnmol/L) _ Analytical Lab: INB1FO 


Trmepomt 

Statistic 

Smokers 

Non-Smokers 

P-valuc’ 

Week 1 

N 

6 

3 

0.0256 

MEAN. GEO MEAN 

7197.1,4444.0 

3.4.3.4 



SD, SE 

7757.37,3166.93 

0.00,0.00 



MEDIAN 

3394.6 

3.4 



MIN, MAX 

1356.6,20738.8 

3.4,3.4 



5% 93% 

1356.6,20738.8 

3.4,3.4 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

2 

0.065L 

MEAN, GEO MEAN 

6056.4,4199.7 

3.4, 3.4 



SD, SE 

5389.15,2200.11 

0,00, 0.00 



MEDIAN 

3774,8 

3,4 



MIN, MAX 

1805.1, 14396.2 

3.4,34 



5%, 95% 

1805.1, 14396.2 

3.4, 3.4 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

3400.4, 2972.7 

3.4,34 



SD, SE 

1754.96, 784.84 

0.00,0.00 



MEDIAN 

4113.9 

3,4 



MIN, MAX 

1528.7, 5294.2 

3.4,34 



5%. 93% 

1528.7. 5294.2 

3.4,3 4 


# of BLQ/ALQ Values 

0/0 

4,4) 


Overall' 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

6005.1,4360.7 

3.4,34 



SD, SE 

5159.10,2106.19 

0.00,0.00 



MEDIAN 

3513.2 

3.4 



MIN. MAX 

1564.8,13476.4 

34,3.4 



5%, 95% 

1564.8,13476.4 

34,3.4 



" P-vilue from Wilcoxon tank-sum test. 

’ Overall values calculated by fust averaging the results across vigils within a subject, then calculating the descriptive statistics across subjects. CoutU of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limii 
of the quantification (e.g„ t<1.234’will be used a3 1,234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438554 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2-1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 190 of 264) 


Biomatker: Nicotine (cg/rnL) Analytical Lab: 1NBIFO 


Timcponit 

Statistic 

Smokers 

Non-Smokcra 

P-value* 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1167.4,720.8 

0.6,0.6 



SD, SE 

1258.24,513.67 

0.00,0.00 



MEDIAN 

550.6 

0.6 



MJN, MAX 

220.0, 3363.8 

0.6, 0.6 



5%, 95% 

220.0, 3363.8 

0.6,0.6 


# of BLQ/ALQ Values 

G/D 

3/0 


Week 2 

N 

6 

2 

0.0651 

MEAN, QEO MEAN 

982.4, 681.2 

0.6,0.6 



SD, SE 

874.12,356.86 

0.00, 0.00 



MEDIAN 

6123 

0.6 



MEN, MAX 

292.8,2335.1 

0.6,0.6 



5%, 95% 

292,8,2335.1 

0.6,0.6 


U ofBLQ/ALQ Value* 

0/0 

m 


Week 3 

N 

5 

4 

0.0151 

MEAN. GEO MEAN 

551.6.482.2 

0.6, 0,6 



SD, SE 

2S4.63,127.29 

0.00, 0.00 



MEDIAN 

6673 

0.5 



MIN, MAX 

248.0,858.7 

0.6,0.6 



5%. 95% 

248.0. 858.7 

0.6. 0.6 


# of BLQ/ALQ Values 

(VO 

4/0 


Overall' 

N 

6 

6 

0.002S 

MEAN, GEO MEAN 

974,0,707.3 

06,0.6 



SD, SE 

836.80, 341.62 

0.00, 0.00 



MEDIAN 

569.9 

0.6 



MIN, MAX 

253.8.2185.9 

06.0.6 



5%, 95% 

253.8,2185,9 

0.6,06 



’ P-value flom Wilooxoa rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating tire deaciffafve statistics acrosa subjects. Count uf BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the juajiliiicvititfjl (e.g,, ‘<1.234* will be used as *1234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall atatlstics. 
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PM3006438555 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Staiistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 191 of 264) 

Biomarker. Nicotine ((nrool/Lycigarette per day) Analytical Lab: 1NB1FQ ___ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week 1 


Week 2 


Week 3 


Overall" 


MEAN, GEO MEAN 

525.7,270.5 

SD.SE 

636.62,259.90 

MEDIAN 

322.6 

MIN. MAX 

67.S, 1728.2 

5%, 95% 

67.8,1728.2 

H of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

526.4,318.3 

SD, SE 

504.53,205.97 

MEDIAN 

365.7 

MIN, MAX 

90.3,1308.7 

5%, 95% 

90.3,1308.7 

# of BLCVALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

342.3,272.1 

SD, SE 

231.29, 103.44 

MEDIAN 

256.8 

MIN, MAX 

76.4,685.7 

5%, 95% 

76.4,685.7 

# of BLQ/ALQ Values 

(VO 

N 

6 

MEAN, GEO MEAN 

475.7,337.9 

SD. SE 

389.64,159.07 

MEDIAN 

4472 

MIN, MAX 

78.2, 1159.4 

5%, 95% 

782,1159.4 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bioniarkcT and dividing it by the number of cigarettes firund in question 4 of tire weekly survey (hr the corresponding vreck. 

* P-value from Wilcrrxcn rack-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/AIXJ values were converted to the limit 
of the quantification (e,c„ k; 1234’ will be used as T.234') fbr the averages across visits within a subject thus eliminating all BLQfALQ values for the overall satistici. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24*Hour Urine Biomarkcre of Exposure by Timepoint and Overall 

(Page m of264) 


Biomasker; Nicotine Kmi/mLl/Cigarette per day) 

Analytical Lab: J.NBIFO 



Ttaiepoint 

Statistic 

Smukere 

Non-Smokers 

P-valuc" 

Week l 

N 

s 


NA 

MEAN. GEO MEAN 

85.3,43,9 




SD, SE 

103^5,42.15 




MEDIAN 

52.3 




MIN, MAX 

11.0, 280.3 




5%, 95% 

11.0,280.3 



tf of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

85.4,51.6 




SD, SE 

81.86,33.42 




MEDIAN 

593 




MIN, MAX 

14.6,212.3 




5%, 95% 

14.6,212.3 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

55.5,44.2 




SD, SB 

37.50, 16.77 




MEDIAN 

41.7 




MTN.MAX 

12.4,111.2 




5%, 95% 

12.4,111.2 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

77.2,54.8 




SD, SE 

63.21,25.81 




MEDIAN 

72.6 




MIN, MAX 

12,7,188.1 




5%, 95% 

12.7,188.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found tn question 4 of the weekly survey for the corresponding week. 

" P-v&lue from Wilcoxon rank sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BT..Q/ALQ values does not apply as the RLQ/AIjQ values were converted to the limit 
of the quantification (e.g., *1.234’ will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smoke is ami Non-Smokers of 24-Hour Urine Blorrarkers of Exposure by Timepoint and Overall 

(Page 193 of 264) 


Riomaikei Nicotine-N-Rlucurotiide(nmol/L) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week) 

N 

6 

2 

0,0651 

MEAN, GEO MEAN 

2601.8,1698.4 

93,93 



SD. SE 

2910.33, 1188.14 

0.00,0.00 



MEDIAN 

1692.2 

9.3 



MIN, MAX 

403.4, 8373 .6 

93,93 



5%, 95% 

403.4,8373.6 

93,93 


# of BLQ/ALQ Values 

cm 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2877,9, 2365.5 

27.7,20.7 



SD, SE 

2171.62,886.56 

25.95, 18.35 



MEDIAN 

2040.6 

27,7 



MIN, MAX 

1145.6, 6965.8 

9.3,46.0 



534, 9544 

1145.6, 6965.8 

9.3,46.0 


# of BLQ/ALQ Values 

wo 

2/0 


Week 3 

N 

5 

4 

0.0151 

MEAN, GEO MEAN 

1850.7, 1460.3 

9.3,9.3 



SD, SE 

1312,92, ^87.16 

0.00, 0.00 



MEDIAN 

1299.6 

93 



MTN, MAX 

432.7, 3839.2 

9.3,93 



5%, 91% 

432,7,3839.2 

9.3. 9.3 


# of BLQ/ALQ Values 

0/0 

40 


Overall' 

N 

6 

6 

0.0037 

MEAN, GEO MEAN 

2495.4, 1962.5 

113, 10.7 



SD, SE 

2051.46, 837.50 

4.98, 2.03 



MEDIAN 

1908.5 

93 



MIN, MAX 

797.4, 6392.9 

9.3,21,5 



5%, 95% 

797.4, 6392.9 

9.3,21.5 



* P-valus from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results sctoaa visits within a subject, then calculating the descriptive statistics across subjects. Count ofBLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’wrl! be used aa T .234’] for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438558 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.! -2 

Sratietieal Comparison Between Smokers and Non-Smoker* of 24-Hotrr Urine 3 remark err. of Exposure by Timcpoint ami Overall 

(Page 194 of264) 


Biomarker: Nicotme-N-Elunirotiirie ({nmokl-Vcigarette per da y) 


Tiirepolm 


Weak 1 


Weak?. 


Week 3 


Overall' 


50Utstic 

N 

Smokers 

6 

MEAN, GEO MEAN 

175.8,103.3 

SD.SE 

235.97,104.50 

MEDIAN 

72.4 

MIN, MAX 

55.6, 697.8 

5*4 95% 

55.6,697.8 

KoTBIQ/ALQ Values 

0/0 

N 

6 

MEAN. GEO MEAN 

251.7,179.3 

SD.SE 

223.92,91.42 

MEDIAN 

165.8 

MIN, MAX 

57.3, 633.3 

5*4 95% 

57.3,633.3 

#ofBLQ/Al.QVato»s. 

0/0 

N 

5 

MEAN, GEO MEAN 

185.7, 133.7 

SD,SE 

161.67,72.30 

MEDIAN 

72r2 

MIN, MAX 

64.1,400,1 

5%, 95% 

64,1,400.1 

# of BLQ/ALQ Values 

(VO 

N 

6 

MEAN, GEO MEAN 

201.4,145,3 

SD.SE 

190.41,77,73 

MEDIAN 

115.5 

MIN, MAX 

59.0,550.3 

554,95% 

59.0,550.3 


Analytical Lab: 1NB1FO 


Noo-Smoken 


P -value* 

NA 


NA 


na 


NA 


NOTE; Value* listed were normalized by taking the original biorosrkersnd dividing it by the number of cigarette* found in question 4 of the weekly survey for the cararspottiing week. 

" P-vaine from Wilcoxon rank-sum teat. 

' Overall values calculated by first averaging the results across visits with'm a rrubject, tbsi ralcnlating the descriptive ttatiaties across subject*, Count of BLQiALQ values tars not apply as the BLQ/ALQ value* were ootlvejted to the lja* 
of the totantifioatloo (s.g., ’<1234’ will be uied as 7,234’) for the averages across visits within a subject thus, eliminating ail BLQ/ALQ valuet for the overall statistics. 
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PM3006438559 


i 


i 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14J2,1-2 


Biomarker: Nicoiinc-N-sIucuronide (nmol/24hr) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 195 of264) 

Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3721.249, 2858.728 

19.530,17.646 



SD, SE 

2425.2308,990.0963 

11.8370,83700 



MEDIAN 

3264.808 

19.530 



MIN, MAX 

548.624,7285.032 

11.150,27.900 



534,95% 

548.624,7285.032 

11.160,27,900 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

4160.740,3985.670 

39.730,38,893 



SD, SE 

1399.0642,571.1656 

11.4693,8.1100 



Median 

3587.759 

39.730 



MIN, MAX 

2816.360,6478.194 

31.620,47.840 



5%, 95% 

2816.360,6478.194 

31,620,47.840 


# of BLQ/ALQ Vetoes 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEQ MEAN 

3377.796.2594.128 

19.353,18296 



SD, SE 

2201.0589,984.3435 

7.6038,3.8019 



MEDIAN 

3139.430 

17.968 



MIN, MAX 

597.126,5950.760 

11.718,29.760 



5%. 95% 

597.126,5950.760 

11.718,29.760 


# of BLQ/ALQ Values 

0/0 

4/0 


Overall’ 

N 

6 

6 

0,0051 

MEAN, GEO MEAN 

3758.070,3321.287 

24.798,24.160 



SD, SE 

1913.2244, 761.0706 

5.9768,2.4400 



MEDIAN 

3384.818 

25.737 



MIN. MAX 

1320.703, 6571.329 

16 740,31 620 



5%, 95% 

1320.703,6571.329 

16.740,31.620 


* P-vaiuc from Wiicoxon rank-sum test. 


’ Oveiall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<l 2234’ will be used as ’J.234’) for the evoragefl across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokere and Non-Smokers of 24-Hour Urme Biomaikera of Exposure by Timepoint and Overall 

{Page ] 96 of264) 


Biomarker; Nicotine-N-Rlucurpnide ({nmoI/24hrVcigareKe per day) 
Timepoint _ Statistic _ 


Analytical Lab: INBIFO 
Smokers_ 


Non-Smokers 


P-value* 


Week 1 

N 

6 

NA 


MEAN. GEO MEAN 

216.883,173.991 



SD, SE 

193.3379,78.9299 



MEDIAN 

152.465 



MIN. MAX 

91.437,607.086 



5%, 95% 

91.437, 607.0S6 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

377.385,302.039 



SD, SE 

290.7399,118.6941 



MEDIAN 

231.422 



MIN, MAX 

163.182, 871.789 



5%. 95% 

163.182,871.789 



# of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

345.192, 237.484 



SD, SE 

330.7153, 147,9004 



MEDIAN 

156.972 



MIN, MAX 

99.521,860215 



5%, 95% 

99.521, 860215 



# of BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN. GEO MEAN 

303.001,242.313 



SD, SE 

231.0965.94.3447 



MEDIAN 

163.854 



MIN, MAX 

133.616, 635.179 



5%. 95% 

133.616,635.179 



NOTE; Values listed were normalized by taking the original biomarfccr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

* P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/AL.Q values were converted to the limit 
ofthe quantification (e.g., ^1.234’will be used as 1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438561 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Titnepoinl and Overall 

(Page 197 of 264) 


Bio marker: Nicoiine-N-glucuronide (nmol/me C real i nine') 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatue’ 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

2.750,2.071 

0.013.0.012 



SD.SE 

J.8455,0.7534 

0.0021.0.0015 



MEDIAN 

2.837 

0.013 



MIN, MAX 

0.452,5.118 

0.011,0.014 



5%, 93% 

0.432,5.118 

0.011,0.014 


# of BLQ/ALQ Values 

020 

2/0 


Week 2 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

3.341,3.141 

0.036,0.036 



SD, SE 

13634,0.5566 

0.0042,0.0030 



MEDIAN 

3.126 

0.036 



MIN, MAX 

1.972,5.839 

0.033,0.039 



3%, 93% 

1.972,5.839 

0.033, 0.039 


# of BLQ/ALQ Values 

0/0 

2/0 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

3.D39,2335 

0.015,0.014 



SD, SE 

1.8280,0.8175 

0.0059,0.0029 



MEDIAN 

3,022 

0.015 



MIN, MAX 

1.066,4.929 

0.009, 0.021 



534, 93% 

1.066,4.929 

0.009,0.021 


# of BLQ/ALQ Values 

(V0 

4/0 


Overall’ 

N 

6 

6 

0.0050 

MEAN, GEO MEAN 

2.992,2.662 

0.019,0.018 



SD, SE 

1.5386,0.6281 

0,0081,0.0033 



MEDIAN 

2.800 

0.020 



MIN, MAX 

1.486,5.254 

0.011,0.033 



5%, 95% 

1.486, 5254 

0.011,0.033 



' P-va!ue from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating ths descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification le.g., '<1.234’ wiil be used as') .234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values ftr the ovetall statistics. 
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PM3006438562 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

(Page 198 of264) 


Bioroarker: Nicotine-N-glucuronide Untnol/mg Creatininel/cigaretle per day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-valuc* 


Week t 

N 

6 


MEAN. GEO MEAN 

0.161,0.126 


SD,SE 

0.1384,0.0565 


MEDIAN 

0.103 


MIN, MAX 

0.066, 0.427 


5%, 95% 

0.066, 0.427 


4 of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.296, 0.238 


SD.SE 

02022, 0.0826 


MEDIAN 

0.238 


MIN. MAX 

0.099, 0252 


5%, 95% 

0.099, 0.552 


« of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN. GEO MEAN 

0.325,0232 


SD.SE 

03027,0.1354 


MEDIAN 

0.178 


MIN, MAX 

0.076,0.822 


5%. 95% 

0.076,0.822 


# of BLQ/ALQ Values 

ao 

Overall' 

N 

6 


MEAN, GEO MEAN 

0.248,0.196 


SD,SE 

0.1817,0.0742 


MEDIAN 

0.178 


MIN, MAX 

0.080,0 499 


5%, 95% 

0.080,0.499 


NOTE: Values listed were normalized by taking the original biomuter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wikmxon rank-sum lest. 

' Overall values calculated by first averaging tbe results across visits within a subject, hen calculating Ibe descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (he BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ‘<1.234’will be used as ’3.234’) for tbe averages acroaa visits within a subject thus eliminating all BLQ/ALQ values for he overall statistics, 
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PM3006438563 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers anti Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepoint anti Overall 

(Page 199 of 264) 


Biomarker; Sum of Nicotine and Nicotine metabolites (nmol/rog Creatinine) Analytical Lab; INB1FO 


Timenofnt 

Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

51.700,44.630 

0.084,0.078 



SD, SE 

29.5718, 12.0726 

0.0403,0.0285 



MEDIAN 

51.906 

0.084 



MIN, MAX 

17.250,102.865 

0.055,0.112 



5%, 95% 

17250,102.868 

0,055,0,112 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

55.988.49.589 

0.071, 0.071 



SD, SE 

32.3685,132144 

0.0078,0.0045 



MEDIAN 

50,322 

0.075 



MIN, MAX 

28.075, 116.308 

0.062,0.076 



5%, 95% 

28.075,116.308 

0.062,0.076 


U of BLQ/ALQ Values 

0/0 

Q/O 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

49.089,42.023 

0.056,0.053 



SD, SE 

29.2167, 13.0661 

0,0193,0.0096 



MEDIAN 

53.238 

0,056 



MIN, MAX 

19.754,92.206 

0.036, Q.076 



5%, 95% 

19.754,92 206 

0.036, 0.076 


n of BLQ/ALQ Values 

tvo 

043 


Overall* 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

52296,45.973 

Q.067.0.065 



SD, SE 

29.1763, 11.9112 

0.0204,0,0091 



MEDIAN 

51.240 

0.072 



MIN, MAX 

21.693, 103.794 

0.043,0.094 



5%, 95% 

21.693, 103.794 

0.043,0.094 



" P-vnhre from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e .g„ *fl .234' will be used as 1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table H.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoimand Overall 

(Page 200 of264) 


Biomarker: Sam of Nicotine and Nicotine metab olites ((nmol/mg Crest inine)/cig£twie per day)_ A nalyrical Lab; INBlfO _ 

Timepomt Statistic_ Smokers _ Non-Smokers _ P-valuc‘ 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

3.034,2.717 



SD, SE 

1.5673, 0.6359 



MEDIAN 

2.510 



MIN, MAX 

1.604, 5.143 



5%, 95% 

1.604,5.143 



# of BLQ/ALQ Values 

0/0 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

4.436,3.758 



SD, SE 

2.6207, 1.0699 



MEDIAN 

42213 



MIN, MAX 

1.455, 8.410 



5%, 95% 

1.455,8.410 



tl of BLQ/ALQ Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, GEO MEAN 

4.559, 3.847 



SD, SE 

2.7668, 1.2374 



MEDIAN 

4.61 D 



MIN, MAX 

036, 8.873 



y\ 95 % 

036, 8,873 



# uf BLQ/ALQ Values 

0/0 


Overall* 

N 

6 

NA 


MEAN, GEO MEAN 

3.886, 3,448 



SD, SE 

1.8962, 0.7741 



MEDIAN 

4.010 



MIN, MAX 

1.465, 6.312 



5%, 95% 

1.445, 6.312 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number nf cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum teat 

’ Overall values calculated by first averaging the results across visits within a subject, then calotlaling the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., ’<1.234'will be used as ’1.234} for the averages across visits within a subject thus eliminating all BLQ/AEQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bionratkera of Exposure by Timepoint and Overall 

(Page 201 of 264) 


Biomarker; Sum of N icotine and N icotine metabolites (mg/mg Creatinine) Analytical Lab: INB1FQ 


Timepomt 

Statistic 

Smokers 

Non-Smokers 

P-vatue" 

Week 1 

N 

6 

2 

0.0635 

MEAN. GEO MHAN 

0.009, 0.007 

0.000, NA 



SD.SE 

0.0048,0.0020 

0.0000,0.0000 



MEDIAN 

0.009 

0.000 



MTN, MAX 

0.003, 0.017 

0.000,0.000 



5%, 95% 

0.003,0.017 

0.000,0.000 


ft of BLQ/ALQ Values 

0/0 

m 


Week 2 

N 

6 

3 

0.0243 

MEAN, GEO MEAN 

0.009,0.008 

0.000, NA 



SD.SE 

0.0052,0.0021 

0.0000,0.0000 



MEDIAN 

0.008 

0.000 



MIN, MAX 

0.003,0.019 

0.000.0.000 



5%, 93% 

0.005,0.0 L9 

0.000,0.000 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

4 

0.0146 

MEAN, GEO MEAN 

0.008,0.007 

0.000, NA 



SD.SE 

0.0048,0.0021 

0,0000,0.0000 



MEDIAN 

0.009 

0.000 



MTN, MAX 

0.003,0.015 

0.000,0.000 



5%, 95% 

0.003,0.015 

0.000,0.000 


# of BLQ/ALQ Values 

04} 

0/0 


Overall’ 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

0.009,0.008 

0.000, NA 



SD. SE 

O.O04G, 0.0019 

0,0000,0.0000 



MEDIAN 

0.009 

0.000 



MtN, MAX 

0.004,0.017 

0.000,0.000 



5%. 93% 

0.004,0.017 

0.000,0.000 


* P-vatae from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits witilin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1 234* will be used as ’1.234) fbrthe averages across visits within a subject thus eliminating ell BLO/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2J-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoituand Overall 

(Page 202 of 264) 

Biomarker Sum of Nicotine and Nicotine metabolites (( mg/mg Creatinineycigaretie per day ) Analytical Lab: INB1FO _ 

Trmenoint Statistic _ Smokers _ Non-Smokers _P-value* 


Week 1 


Week 2 


Week 3 


Overall" 


MEAN. GEO MEAN 

0.000, NA 

SD.SE 

0.0005, 0.0002 

MEDIAN 

0.000 

MIN, MAX 

0.000, 0.001 

5%, 95% 

o-ooo. aooi 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.001, NA 

£D, SE 

0,0005, Q.0002 

MEDIAN 

0.001 

MIN, MAX 

0.000, 0.001 

5%, 95% 

0.000, 0.001 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.001, NA 

SD,SE 

0.0004,0,0002 

MEDIAN 

D.OOi 

MIN, MAX 

0.000,0.001 

5%, 95% 

0.000,0.001 

#Df BLQ/ALQ Values 

0A> 

N 

6 

MEAN, GEO MEAN 

0.001,NA 

SO, SE 

n.oo05, n.ooo? 

MEDIAN 

0.001 

MIN, MAX 

Q.000,0.001 

5%, 95% 

0.000,0.001 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biorrauker and dividing it by (lie number of dgnrettee found in question 4 of the weekly survey forthe corresponding week. 

* P-value from Wilcoxan rank-sum teat, 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l.234’willbe used as 1.234) forthe averages acrosa visit! within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 203 Of 264) 


Biomarker: Sum of Nicotine and Nicotine metabolites (nmQl/24hr) Analytical Lab: INB1FO 

Ttmepoint 

Statistic 

Smokers 

Non-Smokers 

P-vahte’ 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

68080.875, 61601.687 

79.565.70.830 



SD, SE 

26039.2173, 10630.4660 

51.2575,362445 



MEDIAN 

79107.641 

79.565 



MIN, MAX 

20949.848,87412.052 

43.320,115.809 



5%. 95% 

20949.848. 87412.052 

43320, 115.809 


H of BLQ/ALQ Values 

0/0 

0/0 


Week? 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

69068.865, 62930.735 

94.730,93.700 



SD, SE 

29783.4963,12159.0614 

16.4762,9.5126 



MEDIAN 

72661.694 

103.788 



MIN, MAX 

26881.034, 114295.450 

75.712,104.690 



5%. 95% 

268S1.034,114295.450 

75.712, 104.690 


tf of BLQ/ALQ Values 

(V0 

ora 


Week 3 

N 

5 

4 

0.0200 

MEAN, GEO MEAN 

53596.816,43011.516 

72.417,69.294 



SD, SE 

32272.5376, 14432.7176 

24.6747, 12.3373 



MEDIAN 

55742.835 

69.746 



MIN, MAX 

11067.738.95783.485 

45.4B6, 104.690 



5%, 95% 

11067.738, 95783.485 

45.486, 104.690 


U of BLQ/ALQ Values 

[V0 

on 


Overall’ 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

65164.772, 58044.148 

81.764,78.871 



SD, SE 

28150.9472,11492.5761 

24.3456, 10.8877 



MEDIAN 

71977.959 

74311 



MIN, MAX 

19632.873, 99062.755 

54.839,109.799 



5%. 95% 

19632.873, 99062.755 

54.839, 109.799 



' P-value from Wilcoxoti rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the ipsantifirationfe.g., '<1.234’ will be used aa ’1.234") for the averages across visits within a subject thus elimi™ting all BLQ/ALQ values fbrtbe overat! statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour [ Trine Biomarkers of Exposure by Timepoint and Overall 

(Page 204 of264) 

Biomaricer Sum of Nicotine and Nicotine metabolites (|nmol/24hr)/cisarette perday) Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week 1 


Week 2 


Week 3 


Overall' 


N 


6 


MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SB 
MEDIAN 
MIN, MAX 
5%, 95% 

K of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
554,95% 

If of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
554,9554 


3969.881,3749.268 
1552.3722.633.7333 
3646.083 

2318.472, 6808.809 
2318.472,6808.809 
(V0 

6 

5695.530,4768.962 

4031.7410,1645.9514 

4776254 

2408.502, 13290.548 
2408.502,13290.548 
(VO 

5 

4742.508,3937.563 
3073.5371,1374.5276 
4789.174 

1844.623,9290.473 
1844.623,9290.473 
0/0 

6 

4751.341,4324.711 

2249.8673,918.5045 

4386.134 

2490.448, 8299.831 
2480.448,8299.831 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original btomarker and dividing it by the number of cigarettes found in question 4 of (he weekly survey for the corresponding week. 

' P-vaiue from Wiicoxon rank-sum test. 

' Overall values calculated by fust averaging the results acroas visits within a subjeeb then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g,, ’<1 ,234’will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14. 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 205 of 264) 


Bimnarker. Sum ufNicuiine and Nicotine metabolites (mg/24hr) _ Analytical Lab: INB1FO __ 

Timepoint _ Statistic _ Smokers _Non-Smokers 


Week 1 

N 

6 

2 


MEAN, GEO MEAN 

11.04$, 9,994 

0.013, 0.012 


SD,SE 

4.2243, 1.7246 

0.0085, 0.0060 


MEDIAN 

12.834 

0.013 


MIN. MAX 

3.399, 14.181 

0.007,0.019 


5%, 95% 

3.399, 14.181 

0.007, 0.019 


# of BLQ/ALQ Values 

0/0 

ora 

Week 2 

N 

6 

3 


MEAN, GEO MEAN 

11.205, 10209 

0.015,0.015 


SD, SE 

4.8317, t.9725 

0.0029,0.0017 


MEDIAN 

11.788 

0.017 


MIN, MAX 

4.3 61.18.542 

0.012,0.017 


5%, 95% 

4.361, lg.542 

0.012,0.017 


# nf BLQ/ALQ Values 

0/0 

ora 

Week 3 

N 

5 

4 


MEAN, GEO MEAN 

8.695,6,978 

0.012,0.011 


SD, SE 

52354,2.3413 

0.0041,0.0021 


MEDIAN 

9,043 

0.012 


MIN, MAX 

1,796,1J.539 

0.007, 0.017 


5%, 95% 

1.796, 15,539 

0.007,0.017 


# of BLQ/ALQ Vahies 

ora 

ora 

Overall' 

N 

6 

5 


MEAN, GEO MEAN 

10.572,9.417 

0.013,0.013 


SD, SE 

4.5670, 1.8645 

0.0039,0.0017 


MEDIAN 

11.677 

0.012 


MIN, MAX 

3 185,16.071 

0.009,0.018 


5%, 95% 

3.185,16.071 

0.009.0.018 


P-value* 

0.0668 


0.0275 


0.0200 


0.0081 


■ P-value from Wilcoxon rank-sum lest. . . 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ^1,234' will he used m ’1,234) for the aveiagcs across visits within a subject Uuu eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkets of Exposure by Timepoinl and Overall 

(Page 206 of264) 

Bio maker. Sum of Nicotine and Nicotine metabolites l(mg/24hr).'cigarette per davl Analytical Lab: [NBIFQ _ 

TimepoiW _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week! 

N 

6 


MEAN, GEO MEAN 

0.644, 0.608 


SD.SE 

0.2520, 0.1029 


MEDIAN 

0.592 


MIN, MAX 

0.376, 1.105 


5%, 95% 

0.376,1.105 


P of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.924,0.774 


SD, SE 

0.6539,0.2670 


MEDIAN 

0.775 


MfN, MAX 

0.391,2.156 


5%, 95% 

0391,2.156 


# of BLQ/ALQ Values 

00 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.759,0.639 


SD, SE 

0.49S5,0.2229 


MEDIAN 

0.777 


MIN, MAX 

0.299, 1.507 


5%, 95% 

0399, 1.507 


# of BLQ/ALQ Values 

00 

Overall* 

N 

6 


MEAN, GEO MEAN 

0.771,0.702 


SD, SE 

03647,0.1489 


MEDIAN 

0.712 


MIN, MAX 

0.403,1.346 


5%, 95% 

0.403,1.346 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomaiiter and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

“ P-vaiue from Wilcoxon rank-sum test 

’ Overall values calculated try first averaging the resu lts across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
uf the quantification (c.g., VI .234’will be used as i .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values frit the overall statistics. 


Final Draft; 22 October 2003 


Page 601 of IS260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438571 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 1-2 


Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomatkeis of Exposure by Timepoint and Overall 

(Page 207 of 264) 

Biomariter: Sum of Nicotine and Nicotine metabolites (nmol/L) Analytical Lab; INB1FO 

Timepoint 

Statistic 

Smokers 


Non-Smokers 

P-valuc’ 

Week 1 

N 

6 


2 

0.0651 

MEAN. GEO MEAN 

42916.1,36598.8 


36.1,36 1 



SD.SE 

27913.02, 11395.44 


0 .00,0.00 



MEDIAN 

31923.4 


36.1 



MIN, MAX 

15404.3,93914.6 


36.1,36.1 



5%. 95% 

15404.3,93914.6 


36.1,36.1 


» of BLQ/ALQ Values 

0/0 


OK 


Week 2 

N 

6 


3 

00275 

MEAN, GEO MEAN 

43564.7,37349.6 


48.3,45.6 



SD, SE 

25097.21,10245.89 


21.19,12.23 



MEDIAN 

36979.7 


36.1 



MIN, MAX 

14851.4,74519.1 


36.1,72.8 



5%, 95 V* 

14851.4,74519.1 


36.1,72.8 


# of BLQ/ALQ Vilues 

(VO 


0/0 


Week 3 

N 

5 


4 

0.0151 

MEAN, GEO MEAN 

28148.3,24212.6 


36.1,36.1 



SD, SE 

14484.66, 6477.74 


0 .00,0.00 



MEDIAN 

23926.9 


36.1 



MIN, MAX 

8020.1,44901.7 


36.1,36.1 



5%, 95% 

8020.1,44901.7 


36.1,36.1 


it of BLQ/ALQ Values 

0/0 


0/0 


Overall' 

N 

6 


5 

0.0067 

MEAN. GEO MEAN 

40224.0,34606.9 


38.5,38.3 



SD, SE 

22647.85, 9245.95 


5,46,2.44 



MEDIAN 

33374.7 


36.1 



MIN, MAX 

12758,6, 70848.7 


36.1,48.3 



5%. 95% 

12758.6.70848.7 


36.1,48.3 



" P-Yslue from Wilooxon rank-sum tost 

* Overall values calculated by first averaging the results across visits within a subject '-her. calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g„ <1.234' will be used as 'U34 - ) fur the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hoar Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 208 of 264} 


Biomarker Sum of Nicotine and Nicotine metabolites ((nmoVL)/cigarette per day) _ Analytical Lab: TNBIFO 


Timepoint 

Statistic 

Stackers 

Non-Smokers 

p-value* 

Week I 

N 

6 


NA 


MEAN, GEO MEAN 

2835.S, 2227.5 




SD, SE 

2513.94,102631 




MEDIAN 

2086.4 




MIN, MAX 

946.3,7826.2 




5%, 95% 

9463, 7825.2 




t of BLQ/ALQ Value* 

0/0 



Week 2 

N 

6 


NA 


MEAN, GEO MEAN 

3525.9,2S30.4 




SD, SE 

2429.59, 991.88 




MEDIAN 

2784.8 




MIN, MAX 

1216.4,6702.7 




5%, 95% 

1216.4,6702.7 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

25243,2216.6 




SD, SE 

1416,58, 633.56 




MEDIAN 

1954.8 




MIN, MAX 

1266.5,4321,2 




5*k 9 S% 

1266.5.4321.2 




#af BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 


MEAN, GEO MEAN 

2990.8, 2617.2 




SD, SE 

1768.98,722.18 




MEDIAN 

2419 9 




MIN, MAX 

1431.7,6090.2 




5%, 95% 

1431.7, 6090.2 




NOTE: Values listed were normalized by taking the original biornariter and dividing it by the number af cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P-valuc from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<[ .234* will be used as ’1.234’) for the averages wtosb visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.1 -2 

Statistical Comparison Between Smokeis and "Ncm-Sinokers of 24-Houf Urine BiotTiarkers of Exposure by TirnepoiTit and Overall 

{Page 209 of 264) 


BtORiaAer; Sum qf NfCOtice asd Nicatmg rttetabofrtes AoalyttcaJ Lab; fNBIFQ 


Timepoirt# 

Statistic 

Smokers 

Non-Smokers 

P-vaiue 9 

Week 1 

N 

6 

2 

0.0651 

MEAN, GEO MEAN 

7.0,5.9 

0.0, NA 



SD.SE 

4.51,1.84 

0.00,0.00 



MEDIAN 

S 2 

<?J0 



MIN, MAX 

2.5,15J 

0.0,0.0 



SS. 95% 

2.5,152 

0.0,0.0 


# of BEQ/ALQ Values 

WO 

m 


Week 2 

N 

6 

3 

0.0250 

MEAN, GEO MEAN 

7.1,6.0 

0.0, NA 



SD.SE 

4.09,1.67 

0.00, 0.00 



MEDIAN 

6.0 

0.0 



MIN, MAX 

2.4, 12.1 

0.0,0.0 



5%. 95% 

2.4. 12.1 

0.0.00 


# of BLtyALQ Values 

OT 

M) 


Week 3 

N 

5 

4 

O.OS51 

MEAN. GEO MEAN 

4.6,3.9 

0.0, NA 



SD.SE 

2.35, 105 

0.00,0.00 



MEDIAN 

4.2 

0.0 



MIN, MAX 

1.3.7.3 

0.0.0.0 



5%, 95% 

S3,7.3 

0.0,0.0 


t of BLQ/ALQ Values 

0/0 

<5/0 


Overall’ 

N 

6 

5 

0.0055 

MEAN, GEO MEAN 

6.5,5.6 

0.0, NA 



SD.SE 

3.68,1.50 

0.00,0.00 



MEDIAN 

5.4 

0.0 



MIN, MAX 

2.1,11.5 

0.0,0.0 



5%, 95% 

2.1,11.5 

0.0,0,0 



* F-vstfue from Wttcoxcn test. 

’ Overall values calculated by fust averaging tlw results across visits within a subject, then calculating the descriptive statistics across subjects. Count of DLQ/AtQ values docs not apply ««the BLQ/ALQ valitcs were converted to the limit 
of the quantification (e.g., ’<1.234’will t» used as ’1.234’) for the averages across visits within a subject thus frlaninatfng aJi BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-1 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 210of264) 

Biomarker Sum of Nicotine and Nicotine metabolites ((mK/L)/ciKarette pet day) _ Analytical Lab: INBIFO _ 

Timepoint _ Statistic _ Smokers _Non-Smokers_P-value* 


Week 1 N 6 

MEAN, GEO MEAN 0.5,0.4 

SD.SE 0.42,0.17 

MEDIAN 0.4 

MTN, MAX 0.2,1.3 

5% 9504 02,1.3 

It of BLQ/ALQ Values (V0 

Week 2 N fi 

MEAN, GEO MEAN 0.6,04 

SD, SE 0.40,0.16 

MEDIAN 0,5 

MIN, MAX 0.2, 1.1 

5%, 95% 0.2,1.1 

# of BLQ/ALQ Values 0/0 

Week 3 N 5 

MEAN, GEO MEAN 04,0.3 

SD, SE 0.23,0.10 

MEDIAN 0.3 

MIN, MAX 02,0.7 

5%, 95% 02,0.7 

#rrfBT,Q/AtO Values 0/0 

Overall* N 6 

MEAN, GEO MEAN 0-5,04 

SD.SE 0,29,0.12 

MEDIAN 04 

MIN, MAX 0.2,1.0 

5%, 95% 02,1.0 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing il by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wiicoxott rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics (cross subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ve 1.234’ will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fur lire overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table M.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 211 of 264) 


Biomafker; Total 3*hydroxycotinine (nmoL24hr) 

Analytical Lab: INBiFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

33201.994,29446.306 

54.413,41.136 



SD, SE 

16443.9553,6713.2166 

46.9354,20,9901 



MEDIAN 

32778.032 

39.779 



MIN, MAX 

11447,120,59281,220 

14.880, 132.925 



i%, 95% 

11447.120,59281,220 

14.880, 132.925 


# of BLQ/ALQ Values 

0/0 

V0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

34757.115,29644.668 

35.146,29.986 



SD, SE 

23109.7163,94345022 

22.0406,9.8569 



MEDIAN 

28940.034 

35.650 



MIN, MAX 

13685-048* 78161.850 

12,896,70.392 



5% 95% 

13685.048,78161.850 

12.896, 70.392 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

25853.932,18736.622 

27.836, 26264 



SD, SE 

246S3.256S, 11038.6880 

9.8852,4.4208 



MEDIAN 

16042.225 

25.594 



MIN, MAX 

5906262, 6848S.2B0 

15.624,39.680 



5%i95% 

5906262.68488280 

15.624, 39.680 


# of BLQ/ALQ Value* 

(VO 

54) 


Overall' 

N 

6 

6 

0.0051 

MEAN. GEO MEAN 

32056.944,27264.865 

49.377, 38.249 



SD, SE 

20295.1308,8285.4525 

42.92(2,17.5225 



MEDIAN 

25715.951 

37.165 



MrN, MAX 

10346.143, 6864 3 783 

14.467, 137.955 



5%. 95% 

10346.143,68643.783 

14.467, 132.925 



* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ valuta were converted to the limit 
of Lite quantification (e.g., ^1.234* will be used r» *1.234’) (br lire averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tahle 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 212 of 264) 


Biomarker: Total 3-hydroxycotiiune (ug/24hr) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smukera 

Nuc-Sinnkcra 

P-Yalue* 

Week 1 

N 

6 

5 

0.0081 

MEAN. GEO MEAN 

5381.423.5659.580 

10.458,7.907 



ED, SE 

3I60.52S2, 12902802 

9.0208,4.0342 



MEDIAN 

6299.938 

7.646 



MIN, MAX 

2200.136,11393.850 

2.860, 25.548 



5%, 9524 

2200.136,11393.850 

2,860, 25.548 


ft of BLQ/ALQ Values 

CA) 

3/0 


Week 2 

N 

6 

5 

0 0081 

MEAN, GEO MEAN 

6680.318, 5697.70S 

6.755,5.764 



SD.SE 

4441,5877, 1813.3114 

42360,1.8944 



MEDIAN 

5562.275 

6.852 



MIN, MAX 

2630266,15022.708 

2.479,13.529 



5%, 95% 

2630.266, 1 5022.708 

2.479,13.529 


ft Of BLQ/ALQ Values 

0/D 

4/0 


Week 3 

N 

5 

5 

0.0122 

MEAN, GEO MEAN 

4969,126,3601.179 

5.350,5.067 



SD, SE 

4744.1216,2121.6357 

1.8999,0.8496 



MEDIAN 

3083.316 

4.919 



MIN, MAX 

1135.184, 13163.447 

3.003,7526 



5%, 95% 

1135.184, 13163,447 

3.003,7,626 


ft of BLQ/ALQ Values 

an 

5/0 


Overall' 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

6161.345, 5240.307 

9.490,7.352 



SD, SE 

3900.7240.1592.4639 

8.2493, 3.3678 



MEDIAN 

4942.606 

7.144 



MIN, MAX 

1988.529,13193.335 

2.781,25.548 



524.95% 

1988.529.13193.335 

2.781,25.548 



■ P-value from Wilooxoti rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’ will he used as '1.234 j for the averages serosa visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438577 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 21J of264) 

Bipmarker: Total 3-hydioxycotinlr.e (lnmol/24tL-ycigaretie per day) _ Analytical Lab: 1NB1FO _ 

Timepomt _ Statistic _ Smokers _ Non-Smokers _ P-value* 


Week I 


Week 2 


Weeks 


Overall' 


N 

MEAN, GEO MEAN 
SO, SB 
MEDtAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

it of BLQ/AIjQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

It of BLG/ALQ Values 
N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

1886.926, 1792.193 
639.6634, 261.1415 
1852.551 

954.045,2964.061 
954.045, 2964.061 
0/0 

6 

2638.142, 2246.506 
17312715,706.7886 
1879.397 

1222.808, 5570.650 
1222.808, 5570.550 
0/0 

5 

1981.395,1715.276 

1106.5131,494.8477 

21)01.295 

823.186.3424.414 

823.166.3424.414 

0/0 

6 

2162.396,2023.888 

879.8664,359.2039 

1871.419 

1312972, 3412.1 R9 
1312.972,3432.189 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of Cigarettes flxtnd in question 4 of die weekly survey for the corresponding week. 

1 P-valuc from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating tire descriptive statistics across subjects. Count of DLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., tel .234’ will be used as ’1.234 ■) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438578 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomsrkers of Exposure by Timepoim and Overall 

(Page 214 of 264) 


Biomartter: Tolal 3-hydrQxycotinine l(it&a4trycigarciie per toy) _ Analytical Lab: TNB1FO 


Timepuini 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 


NA 

MEAN. GEO MEAN 

362.667,344.459 




SD.SE 

122.9436, 50.1915 




MEDIAN 

356.061 




MIN, MAX 

183.367, 569.693 




5%, 95% 

183.367,569.693 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

507.051,431.779 




SD,SE 

332.7303, 135.8447 




MEDIAN 

361220 




MIN. MAX 

235.024, 1070.679 




5%, 95% 

235.024, 1070.679 



# of BLQ/ALQ Values; 

CVO 



Week! 

N 

5 


NA 

MEAN, GEO MEAN 

380,824,329.676 




SD> SE 

212.6719,95.1097 




MEDIAN 

384.649 




MIN, MAX 

158.216, 658.172 




5%. 95% 

158,216, 658.172 



# of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

4t 5.613,3 88.991 




SD. SE 

169.1105,59.0391 




MEDIAN 

359,687 




MIN, MAX 

752.353, 659.667 




554,95% 

252.353, 659.667 




NOTE: Values listed were normalized by faking the original biomarter and dividing ft by tie number of cigarettes found in question 4 of tbe weekly survey tor the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjocts. Count of BLQ/ALQ values does not apply as the BLQiALQ values were converted to tbe limit 
of the quantification (e.g., '<1.224* will be used as T .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438579 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 2(5 of264) 


Biomarker: Total J-hydrostvcorinine (nmol/hre Creatinine) 

Analytical Lab: [NB1FO 



Timej>oirtt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

5 

0.0080 

MEAN, GEO MEAN 

26386,21334 

0.040,0.032 



SD, SE 

21.9570,8.9639 

0.0326,0.0146 



MEDIAN 

20.188 

0.025 



MIN, MAX 

9.426, 70.006 

0.019,0.096 



5%, 9534 

9.426, 70.000 

0.019,0.096 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0075 

MEAN, GEO MEAN 

28.860, 23.360 

0.021,0.020 



SD, SE 

25.1708,103739 

0.0073,0.0032 



MEDIAN 

19357 

0.026 



MIN, MAX 

14.293, 79.538 

0.011,0.026 



5%, 95% 

14.293, 79.538 

0.011,0.026 


# of BLQ/ALQ Values 

(V0 

4/0 


Week 3 

N 

5 

S 

0.0122 

MEAN, GEO MEAN 

24.228, 18.306 

0.021,0.020 



SD, SE 

23.6263, 10.5660 

0.0070,0.0031 



MEDIAN 

15321 

0,023 



MIN, MAX 

9.955, 65.930 

0.012,0.028 



5%, 95% 

9.955, 65.930 

0.012.0.028 


» of BLQ/ALQ Values 

(VO 

5/0 


Overall’ 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

26.496,21.465 

0.035, 0.028 



SD, SE 

22.6461,93452 

0.0306,0.0125 



MEDIAN 

18399 

0.024 



MIN, MAX 

11.420,71.825 

0.014,0.096 



5%, 95% 

11.420,71.825 

0.014,0.096 



■ P-vahre from Witcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '"-.1.234' will be used as "1.234" for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438580 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 216 of264) 


Biomarker. Total 3-hydroxycotinirie fueimeCreatininel _ Analytical Lab: 1NB1FO 


Timepoint 

Statistic 

Srnokas 

Non-Smokers 

P-value* 


Week 1 

N 

6 

5 

0.0080 


MEAN. GEO MEAN 

5.071,4.100 

0.008,0.006 




SD, SE 

42201, 1.7228 

0.0059,0.0027 




MEDIAN 

3.880 

0.005 




MIN, MAX 

1.812,13.455 

0.004,0.018 




5%, 95% 

1.812,13.455 

0.004, 0.018 



# of DLtyALQ Values 

0/0 

3/0 



Week 2 

N 

6 

5 

0.0075 


MEAN, GEO MEAN 

5.547,4,490 

0.004, 0,004 




SD, SE 

4.8377, 1,9750 

0.0014, 0.0006 




MEDIAN 

3.763 

0.005 




MIN, MAX 

2.747.15.287 

0.002,0.005 




554,9594 

2.747,15,287 

0.002, Q.O05 



# of BLQ/ALQ Values 

0/0 

4/0 



Week 3 

N 

5 

j 

0.0119 


MEAN, GEO MEAN 

4.657, 3.518 

0.004,0.004 




SD, SE 

4.5411.2.U3U9 

0.0013, G.0006 




MEDIAN 

2.945 

0.004 




MIN, M.AX 

1.913,12.672 

Q.0Q2, Q.0CJ 




5%, 95% 

1.913,12.672 

0.002, 0.005 



# of BLQ/ALQ Values 

0/0 

5/0 



Overall' 

N 

6 

6 

0.0051 


MEAN, GEO MEAN 

5.093,4.126 

0.1)07, 0.005 




SD, SE 

4.3527, 1.7770 

0,0056,0.0023 




MEDIAN 

3.575 

0.005 




MIN, MAX 

2.195, 13.805 

0.003,0.018 




554, 95% 

2.195,13.805 

0.003,0,018 


_ 


‘ P-yalue from Wilcoxon tank-sum test 

' Overall values calculated by first averaging the results across visas within a lubject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
Of the quantification (e.g., '<1.234' Will be used as '1,2341 for the averages across visita within a subject thus eltminailng all BLQ/ALQ values for tbe overall aaristics. 
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PM3006438581 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 


Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 217 of 264} 

Bionuuker Total 3-hvdroxvcotinrnc ((nmol/mg CrealinincVcicarette nerdayl Analytical Lab: INB1FQ 

Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Weelcl 

N 

6 


NA 

MEAN, GEO MEAN 

1.505, 1.298 




SO, SE 

1.0220,0.4172 




MEDIAN 

1.142 




Mfoi.MAX 

0.680,3.500 




5%, 95% 

0.680, 3.500 



ff of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

2.096, 1,770 




SD.SE 

1.3236,0.5404 




MBDIAN 

1.534 




MP4, MAX 

0.739. 3.977 




5%, 95% 

0.739,3.977 



ff of BLQ/ALQ Values 

om 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1.955, 1.676 




SD,SE 

1.0343,0.4626 




MEDIAN 

1.757 




MSN. MAX 

0.553.3.297 




5%, 95% 

0.553,3.297 



ff of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 


NA 

MEAN, GEO MEAN 

1.807, 1.601 




SD, SE 

1.0054,04104 




MEDIAN 

1.54E 




MIN, MAX 

0.763,3.591 




5%, 95% 

0.763,3.591 




NOTE: Values listed were normalized by taking the original Mo marker and dividing It by tfee number of cigarettes (bund in question 4 of tbs weekly survey for the coiTespondmg week. 

* P-value from Wilcoxoti rank-sum teat. 

' Overall values calculated by first averaging the re suit a serosa via its within a subject, then calculating the descriptive statistics serosa subjects Count nf RLQ/ ALQ values rkres not apply as the BLQ/ALQ values were converted 1t> the limit 
of the quantification (e.g., ’<[,234’will be used as ’1.234’) fot the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438582 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statislical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 218 of 2641 


Biomarker; Total 3-iiydrpXYCutinitie ((ug/ffig Creatininel/cigarette per day) Analytical Lab: 1NBIFO _ 

Timepoint _ Statistic _ Smokers ___ Nop-Smokera 


P-value* 


Week l 


Week 2 


Week 3 


Overall* 


MEAN. GEO MEAN 

0290,0250 

SD, SE 

0.1964,0.0802 

MEDIAN 

0.220 

MIN, MAX 

0.131,0.673 

5%, 95% 

0.131,0.673 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.403,0.340 

SD, SE 

02544, 0.1038 

MEDIAN 

0.295 

MIN, MAX 

0.142,0.764 

5%, 95% 

0,142,0,764 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

0.376,0.322 

SD, SE 

0.1990, 0.0890 

MEDIAN 

0238 

MIN, MAX 

0,106,0.634 

5%, 95% 

0.106.0.634 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.347,0.308 

SD, SE 

0.1931,0.0788 

MEDIAN 

0.298 

MIN, M.AX 

0.147.0.690 

5%. 95% 

0.147,0.690 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 ofthe weekly survey tor the corresponding week. 

’ P-yalue from Wilcoxon rank-nun test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values wore converted to the Itmit 
ofthe quantification (e.g.,'<1-234' will be used as T.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft; 22 October 2003 


Page 613 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438583 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic I4.2.I-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 219 of 264) 


Biomarker: Total 3-hvdroxycotinine (nmoVL) 

Analytical Lab; INBIF0 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valua* 

Week 1 

N 

6 

5 

0.0075 

MEAN.QEO MEAN 

18760.8,17494,6 

24.5,20,3 



SD, SE 

6817.90,2783.39 

16.64,7.44 



MEDIAN 

20361.6 

12.4 



MIN, MAX 

8417.0,25578.5 

12.4.44.5 



5%. 95% 

8417.0,25578,5 

12.4.44.5 


# of BLQ/ALQ Values 

cm 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

19977.0, 1759412 

18.3, 15.8 



SD, SE 

10727.64,4379.54 

13.19, 5.90 



MEDIAN 

18523.4 

12,4 



MIN. MAX 

7560,8,37689.3 

12.4,41.9 



5%, 95% 

7560.8,37689.3 

12.4,41.9 


ff Of BLQ/ALQ Values 

era 

4/0 


Week 3 

N 

5 

5 

0.0075 

MEAN, GEO MEAN 

12925.5, 10547.5 

12.4, 12,4 



SD, SE 

9343.85,4178.70 

0.00,0.00 



MEDIAN 

9437.8 

12.4 



MIN, MAX 

4279.9,2795-4.4 

12.4, 12,4 



5%, 95% 

4279,9,27954.4 

12.4, 12.4 


# of BLQ/ALQ Values 

0/0 

3/0 


Overall' 

N 

6 

6 

0.0043 

MEAN, GEO MEAN 

18260.5,162116 

20.6, 17.8 



SD, SE 

9101.47,3715.66 

12.90,5.27 



MEDIAN 

17343.5 

12.4 



MIN, MAX 

6752.6,31633,9 

12,4,40.9 



5%, 95% 

6732,6,31633.9 

12.4,40.9 



' P-value from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging (he results across visHs within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1234'will be used as T.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


! 
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PM3006438584 



RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Biomarkcr: Total 3-hycfroxycounine Cn&'mL) 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overali 

{Page 220 of 264) 

Analytical Lab: [NBTFO 


TinKpoiol 

Statistic 

Smokers 

Nan-S]i»kfirs 

P-value 1 

Wcekl 

N 

6 

5 

0.0075 


MEAN, GBO MEAN 

3605.8,3362.4 

4.7.3.9 



SD,SE 

1310.43,534.98 

3.21,1.44 



MEDIAN 

3913.5 

2.4 



MIN, MAX 

1617.7,4916.2 

2.4,8.6 



S%, 95% 

1617.7,491651 

2.4, 5.6 



# of BLQ/ALQ Values 

CTO 

3/0 


Week 2 

N 

6 

5 

0.0067 


MEAN, GEO MEAN 

3839.5,3381.6 

3.J.3.1 



SD,SE 

2061.85.841.75 

2.55,1.14 



MEDIAN 

3560.2 

2.4 



MIN, MAX 

1453.2,7243.9 

2.4, S.I 



5%, 95% 

1453.2, 7243.9 

2.4, 8.1 



tt Of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

5 

0.0075 


MEAN, GEO MEAN 

2484.3, 2027.2 

2.4,2.4 



SD.SE 

1795.88, 80314 

0.00,0.00 



MEDIAN 

1813.9 

2.4 



MIN, MAX 

822 6,5372.8 

2.4,2.4 



594.95?* 

S22.6.5372.8 

2.4,2.4 



# of BLQ/ALQ Values 

0/0 

5/0 


Overall' 

N 

6 

6 

0.0043 


MEAN, GEO MEAN 

3509.7,3115.9 

40,3.4 



SD, SE 

1749.33,714.16 

2.50,1.02 



MEDIAN 

3333.4 

2.4 



MIN, MAX 

1297.8, 6080.1 

2 4, 7.9 



5%, 95% 

1297.8,6080.1 

2.4,7.9 



1 P-value from Wilooxoit rant-sum test 

' Overall values calculated by flm averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., v:j p 234’witl be used as 92 34b for die averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Biomatkers of Exposure by Timepoint and Overall 

[Page 221 of 264) 


Biomarker: Total 3-hvdroxvcoiinine llnmol/Lj/cieareue perdav) 


Analytical Lab: INBiFO 


Timepoim 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

1189.4,1064.8 




SD, SE 

351.72,225.24 




MEDIAN 

1119.4 




MIN, MAX 

389.4,2083.0 




5%. 95% 

389.4, 2083.0 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1510.8, 1333.3 




SD, SE 

765.95,312.70 




MEDIAN 

1572.6 




MIN, MAX 

617.6,2591.0 




5%, 95% 

617.6,2591.0 



* of BLQ/ALQ Values 

Q/Q 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1034.0,965.6 




SD, SE 

388.91.173.93 




MEDIAN 

1243.6 




MrN, MAX 

524.3, 1397.7 




5%, 95% 

524.3, 1397.7 



# of BLQ/ALQ Values 

CM 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

1270.5. 1221,9 




SD, SE 

371.77, (51,78 




MEDIAN 

1317,4 




MIN, MAX 

756.2, 1776.3 




5%, 95% 

756.2, 1776.3 




NOTE: Values listed were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

" Overall values calculated by Fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1 234’will be used as 1214*) for the averages across visits within a subject this eliminating ail BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

fPage 222 of264) 


Biunaihet. Tutai 3-hydiQxymtiniDC ((my'roLyrii&rettt: Per day) _ Analytical Lab, VNBITO _ 

Timepoint_ Statistic ___ Smokera _____ Non-Smokcis _ P-value* 


Week 1 

N 

6 

NA 


MEAN, GEO MEAN 

228.6.204.6 



SD,SE 

106.07,43.30 



MEDIAN 

215.2 



MIN, MAX 

74.8, 400.4 



5%, 95% 

74.8, 400.4 



# of BLQ/ALQ Values 

rvo 


Week 2 

N 

6 

NA 


MEAN, GEO MEAN 

290.4,256.3 



SD.SE 

147,23, 60.10 



MEDIAN 

302.3 



MIN, MAX 

118.7,498.0 



5%, 9554 

118.7,498.0 



# of BLQ/ALO Values 

0/0 


Week 3 

N 

5 

NA 


MEAN, UEO MEAN 

198.7, 185.6 



SD, SE 

74.73,33.42 



MEDIAN 

239.0 



MrN, MAX 

100.8,268.6 



5%, 95*/. 

100.8,268.6 



# of BLQ/ALQ Values 

0/0 


Overall' 

N 

6 

NA 


MEAN, GEO MEAN 

244.2,234.9 



SD, SE 

71.44,29.17 



MEDIAN 

253.2 



MIN, MAX 

145.4,341.4 



594,9594 

145.4,341.4 



NOTE: Values listed were normalized by taking ttte original biotnarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week, 

” P-value front Wilcoxon lank-sum test 

* Overall valuta calculated by first averaging the results across visits within a subject, then calculating the descriptive Etattstica across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values 'were converted to the limit 
of the quantification (eg, ’<1 734' will be used as 1.2340 for the average* across visits within a subject thus eliminating all BIQ/ALQ values for the overall statistics. 
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PM3006438587 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 143.1-2 


Biomarksr. Total Cotinine (nmo!/24hf) 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 223 of 264) 

Analytical Lab: 1NBIF0 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

f-valire* 

Week I 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

21538.800, 17732.715 

22.473, 20.850 



SD.SE 

11226-8961.4583.3611 

9.6010.3.9196 



MEDIAN 

21849.563 

19.360 



MIN, MAX 

3897.624,34631,742 

13.200, 35.288 



5%, 95% 

3897.624, 34631.742 

13.200,35.288 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

0.0034 

MEAN. GED MFAN 

21942.772, 19820.873 

25.654,23.904 



SD, SE 

8634.5985,3533.2251 

9.4756,3.5815 



MEDIAN 

25091.510 

302250 



MIN, MAX 

6895.195, 28995,975 

11.440, 37.400 



)%, 95% 

6895.195, 28995.975 

11.440, 37.400 


# of BLQ/ALQ Values 

m 

7/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

18359.870,13658.400 

22.446,21.506 



SD.SE 

11454.7088,5122.7015 

7.1197,2.6910 



MEDIAN 

20410.460 

20.680 



MIN, MAX 

2437.770,31425.320 

13.860,32.010 



5%, 95% 

2437.770, 31425,320 

13.860,32.010 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

20878.245, 17708.653 

23.599,22.442 



SD.SE 

9961.1819,4066.6355 

7.6547, 2.7064 



MEDIAN 

22902.038 

23.467 



MfN, MAX 

4410.196, 315B7.791 

12.833, 33.457 



5%, 95% 

4410.196,31587.791 

12.833,33457 



" P-vbIxb from Wilcoacn rank-sum test 

' Overall values calculated by first averaging the results across visits within s siijeet, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as tire BLQ/ALQ values were converted to the limit 
oftbe quantification (e.g., *<1.234’will be used as T 234’) forttie averages across visits within i subject to* eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438588 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint anil Overall 

(Page 224 of264) 


Biomarker: Total Colinine (itg/24hrt Analytical Lab: 1NB1F O 


Timepouit 

Statistic 

SmoikpFs 

Non-Smokers 

P-Yalue* 

Weekl 

N 

6 

6 

0.0051 

MEAN, GEO MEAN 

3795.136, 3124.504 

3.960.3.674 



SD, SE 

1978.1792,807.5S83 

1.6917,0.6906 



MEDIAN 

3849.893 

3.4)2 



MIN, MAX 

686.761.611(2.113 

2.326,6218 



5%, 95% 

686.761,6102.113 

2.326,6218 


# of BLQ/ALQ Values 

0/0 

6/0 


Week 2 

N 

6 

7 

D.0034 

MEAN, GEO MEAN 

3866.317,3492.438 

4.520,4212 



SD, SE 

1524.9404,6222)543 

1.6696,0.6310 



MEDIAN 

4421.124 

5.330 



MiN, MAX 

1214.933,5109.091 

2,016,6590 



534, 95% 

1214.933,5109.091 

2.016,6.590 


# of BLQ/ALQ Val ues 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

3235.009,2406.610 

3.955,3.789 



SD. SE 

2018.3196,902,6199 

12545,0.4742 



MEDIAN 

3596.323 

3.644 



MIN, MAX 

429535,5537.141 

2.442.5,640 



554.95% 

429.535,5537.141 

2.442.5,640 


fi of BLQ/ALQ Values 

0/0 

7/0 


OveraJJ* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

3678.747, 3120264 

4.158, 3.954 



SD, SE 

1755.1605,716.5413 

1.3489,0.4769 



MEDIAN 

4035.339 

4.135 



MIN, MAX 

777,076, 5565.759 

2261.5.895 



5%, 95% 

777.076. 5565.769 

2261,5.895 



‘ P-value from Wilcoxcn rank-sum last. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.221' will be used at '1.234 1 ) for the averages acroaB visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438589 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 225 of 264) 


Biomarker: Total Corinirte t!nmol24brl , cirtarette per day) Analytical Lab: INB1FO _ 

Timepoint _ Statistic _ Smokers __ ____ _ Non-Smokers _P-value* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

MEAN. GEO MEAN 
SD. SE 
MEDIAN 
MIN. MAX 
5%, 35% 

# of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDTAN 
MEN, MAX 
5 % 95 % 

% of BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# 0 f BLQ/ALQ Values 
N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 


6 

1229.881,1079.267 
823.2641,336.0961 
982.101 

649.604, 2885.979 
649.604,2885.979 
(VO 

5 

1914.135,1502.048 
1583.3261, 6463902 
1254.576 

689 520.4832.663 
689.520.4832.663 
0/0 

5 

1797.060,1250.382 
1634.6604, 731.0423 
1020.523 

406.295.4282.406 

406295.4282.406 
0/0 

6 

1607238, 1310.722 
1140.8004,465.7298 
1107.553 

581.806.3359.319 

581.805.3359.319 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes Stand In question 4 ofthe weekly survey fbr the corresponding week. 

* P-value from Wileoxcm rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to tire limit 
ofthe quantification (e.g., '<1.234’will be used as ’1.2340 fbr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438590 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hcur Urine Biomartters of Exposure by Timepoint and Overall 

(Page 226 of 264) 


Bioinarker: Total Cotmine Ult gLMhrVci p arene per cay ) 
Timepoint _ Statistic _ 


Analytical Lab: 1NBIFQ 
_Smokers_ 


Non-Stroke is 


P-valuc* 


Week I 


Week 2 


Week 3 


Overall’ 


N 

MEAN. GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

* of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

t of BLQ/ALQ Vahies 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%. 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN. MAX 
5%, 95% 


6 

216.705,190.167 
145.0589, 592201 
173.047 

114460, 508.509 
114.460,508.509 
0/0 

6 

337270,264.661 
278.9821, 113.8939 
221.056 

121.493, 851.515 
121.493, 851515 
0/0 

5 

316.642,220.317 
288.0272, 128.8097 
179.816 

71589,754560 
71.589.754.560 
0/0 

6 

283.195,230.949 
201.0090, 82.0616 
195,15! 

102.514.591.912 

102.514.591.912 


NA 


NA 


NA 


NA 


NOTE: V ahies Hated were normalized by taking the original blotaarker and dividing it by the number Of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value ftom Wllcoxcm tank-sum test 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the desciiptive statistics across subjects. Count of BLQ/ALQ values does not apply as Ob BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '41.234'will be used as '1234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 

1 
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PM3006438591 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Bromarkers of Exposure by Timepoint and Overall 

(Page 227 of 264) 


Biomarker Total Ctninine (nmol/mg Creatinine) Analytical Lab: INB1FO _____ 

Timepoint _ Statistic _ Smokers ___ Non-Smokers _ P-valuc a 


Week I N 

6 

ft 

0.0050 

MEAN, GEO MEAN 

15.933,12.847 

0.016.0.014 


SD, SE 

9.1696,3.7435 

0.0098,0.0040 


MEDIAN 

17.813 

0.015 


MIN, MAX 

3.209,24.408 

0.006,0.034 


5%. 95% 

3-209,24.408 

0.006, 0.034 


V of BLQ/ALQ Values 

04) 

6/0 


Week 2 N 

fi 

7 

0.0034 

MEAN, GEO MEAN 

17.374,15.619 

0.018,0.016 


SD, SE 

8.1799,3.3394 

0.0107,0.0041 


MEDIAN 

16.762 

0.014 


MIN. MAX 

7.201,27.449 

0.007,0.038 


564,95% 

7.201, 27.449 

0.007,0.038 


» of BLQ/ALQ Values 

0® 

7/0 


Week 3 N 

5 

7 

0.0056 

MEAN, GEO MEAN 

16.373,13.344 

0.018,0.017 


SD, SE 

9.6689, 4.3241 

0.0051,0,0019 


MEDIAN 

19.648 

0.021 


MIN, MAX 

4351,25.375 

0.011,0.023 


5%, 95% 

4.351,25375 

0.011,0.023 


#of BT.Q/ALQ Values 

0/0 

7/0 


Overall* N 

6 

8 

0.0024 

MEAN, GEO MEAN 

16.432,14.120 

0.019, 0.018 


SD, SE 

8.4653, 3.4559 

0.0077,0.0027 


MEDIAN 

173)62 

0.018 


MIN, MAX 

4.920,25.193 

0.009, 0.030 


5%. 95% 

4.920,25-193 

0.009, 0.030 



1 P-value from Wilcoxon rank-sum lest. 

" Overall values calculated by first averaging the result* across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQTALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234'will be used as T.234J for Ore averages across visits within a subject tlura eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438592 






RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.!-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 228 of264) 

Biomarker: Total Cotinine ([ig/mg Creatinine) Analytical Lab: INB1FQ ___ 

Trmepotnt _ Statistic _ Smokers _ Noo-Smokcrs _ P-value* 


Week 1 N 

6 

6 

0.0049 

MEAN, GEO MEAN 

2.807,2.263 

0.003,0.002 


SD, SE 

1.6159,0.6597 

0.0017,0.0007 


MEDIAN 

3.139 

0.003 


MIN, MAX 

0.565,4.301 

0.001,0.006 


5%, 95% 

0.565,4.301 

0.001,0.006 


ft of BLQ/ALQ Values 

0/0 

6/0 


Week 2 N 

6 

7 

0.0032 

MEAN, GEO MEAN 

3.061,2.752 

0.003,0,003 


SD, SE 

1.4413,0.5885 

0.0020,0.OCOS 


MEDIAN 

2.954 

0.002 


MIN, MAX 

1.269,4.837 

0.001,0.007 


5%, 95% 

1.269,4837 

0.001,0.007 


if of RI.Q/AI-O Values 

0/0 

7/0 


Week 3 N 

5 

7 

0.0046 

MEAN, GEO MEAN 

1885,2.352 

0.003,0.003 


SD, SE 

1.7035,0.7618 

0.0011,0.0004 


MEDIAN 

3.462 

0.004 


MIN, MAX 

0.767.4.471 

0.002,0.004 


5%, 95% 

0.767,4.471 

0.002.0.004 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2.896,2.488 

0.003,0.003 


SD, SE 

1.4915, 0.6089 

0.0017, 0.0006 


MEDIAN 

3.165 

0.003 


MIN, MAX 

0.867.4.439 

0.001,0006 


5%, 95% 

0.867,4.439 

0.001,0.006 



4 P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<! .234’ will be used as f l .234') lur the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438593 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 229 of 264) 


Biomarker: Total Cotinme ((nmol/mg Creatinine)/ctfiaretie per day) 


Analytical Lab: TNB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 


NA 

MEAN. GEO MEAN 

0.913, 0.782 




SD.SE 

0.6117,0.2497 




MEDIAN 

D.625 




MIN, MAX 

0.446,2.028 




5%, 95% 

0.446,2.028 



# of BLQ/ALQ Values 

0/0 



Week 2 

N 

6 


NA 

MEAN. GEO MEAN 

1.462, 1.184 




SD, SE 

1.0294,0.4203 




MEDIAN 

1,066 




MIN, MAX 

0.510,3,058 




5%. 95% 

0.310,3.058 



# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

1.671, 1222 




SD, SE 

1.4941,0.6682 




MEDIAN 

0.9S2 




MIN, MAX 

0.442.4.090 




5%, 95% 

0.442,4.090 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

1.293, 1.054 




SD, SE 

0.8934, 0.3647 




MEDIAN 

0.927 




MEN, MAX 

0.466,2.611 




5%, 95% 

0.466, 2.6! 1 




NOTE: Values Hated were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wllcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as 1-234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438594 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 230 of264) 


Biomaiker. Total Cotinrae ((iig/mu CreauniiicVcigartite per day) 

.Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valite* 

Week 1 

N 

6 


NA 

WEAN, GEO MEAN 

0.161,0.138 




SD,SE 

0.1075,0.0439 




MEDIAN 

0.111 




MIN, MAX 

0.079,0.357 




5)4,95% 

0.079,0.357 



# of BLQ/ALQ Values 

(V0 



Week 2 

N 

5 


NA 

MEAN, GEO MEAN 

0,258,0.209 




SD.SE 

0,1813,0.0740 




MEDIAN 

0.188 




MIN, MAX 

0.090, 0.539 




5%, 95% 

0.090, 0.539 



# of BIQ/AT.Q Values 

am 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.295, 0215 




SD,SE 

0,2634, 0.1178 




MEDIAN 

0.173 




MIN, MAX 

0.078, 0.721 




5%, 95% 

0.078, 0.721 



# of BLQ/ALQ Values 

am 



Overall’ 

N 

6 


NA 

MEAN, GEO MEAN 

0.228,0.186 




SD, SE 

0,1573,0.0642 




MEDIAN 

0 r lW 




MIN. MAX 

0.082, 0.460 




5%, 95% 

0.082, 0.460 




NOTE: Values listed were normalised by taking the original biomarker and dividing it by the number of cigarettes found m question 4 of the weekly survey foe the corresponding week. 

' P-value from Wilooxon rank-sum test. 

" Overall values calculated by first averaging tire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of If LQ/ALQ values doea not apply as the BEQ/ALQ values were converted to the limit 
of the quantification (e.g.,'<1.234' will be used as T.234 1 ) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438595 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14-2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 231 of 264) 


Biomarken Total Cotinine (nmol/L) Analytical Lab: INBIFO 


Titnepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatae* 

Week \ 

N 

6 

6 

0.0028 

MEAN. GEO MEAN 

14356.4,10535.4 

11-0.11.0 



SD.SE 

13129.60,5360.14 

0.00,0.00 



MEDIAN 

110172 

11.0 



MIN, MAX 

2865.9, 39806.6 

11.0,11.0 



5%, 95% 

2865.9, 39806.6 

11.0.11.0 


# of BLQ/ALQ Vatues 

0/0 

6X1 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

14653.4,11763.7 

11.0.11.0 



SD.SE 

10167.85,4151.01 

0.00, Q.OO 



MEDIAN 

11093.9 

n.Q 



MIN, MAX 

3809.5, 30867.0 

11.0,1L0 



5%, 95% 

3809,5, 30867,0 

11.0,11.0 


It of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

9971.7, 7688.8 

11.0,11.0 



SD, SE 

681934, 3049.70 

0.00,0.00 



MEDIAN 

83308 

11.0 



MIN, MAX 

1766.5, 20274,4 

11.0.11.0 



5%. 95% 

1766.5.20274.4 

11.0,11.0 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

6 

8 

o.ooos 

MEAN. GEO MEAN 

13463.2, 10521.5 

11.0,11.0 



SD, SE 

9773.22, 3989.90 

0.00,0.00 



MEDIAN 

10588.5 

11.0 



MIN. MAX 

2814.0.30316.0 

11.0.11.0 



5%, 95% 

2814.0.30316.0 

11.0,11.0 



11 P-vahie from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calcuMnjj the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of die quantification (c.g., '<1.234 f will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438596 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 232 of264) 


Biomarker Total Cotinine (ng/inL) Analytical Lab: INBiFQ 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

6 

6 

0.0028 

MEAN, GEO MEAN 

2529,5,1856,3 

1,9, 1.9 



SD, SE 

2313.43, 944.45 

0.00,0.00 



MEDIAN 

1941.2 

1,9 



MIN, MAX 

505.0,7013.9 

1.9, 1.9 



5%, 95% 

505.0,7013.9 

1.9, 1.9 


# of BLQ/ALQ Values 

[V0 

»0 


Week 2 

N 

6 

7 

0.0015 

MEAN, GEO MEAN 

2581.9,2072.8 

1.9, 1.9 



SD, SB 

1791.59,731,41 

0.00, 0.00 



MEDIAN 

1954.8 

1.9 



MIN, MAX 

67132, 5438.8 

1.9, 1.9 



5%. 95% 

67122, 5438.8 

1.9, 1.9 


ft of BLQ/ALQ Values 

0/0 

7/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

1757.0, 1354.8 

1.9, 1.9 



SD, SE 

1201.54, 537.34 

0.00, 0.00 



MEDIAN 

1467.9 

1.9 



MIN, MAX 

3) 1.3, 3572.3 

1.9.1.9 



5%, 95% 

3) 1.3, 3.57233 

1.9,1.9 


ft of BLQ/ALQ Values 

(V0 

7/0 


Overall* 

N 

6 

8 

0.0008 

MEAN, GEO MEAN 

2372.2, 1853.9 

t.9, 1.9 



SD, SE 

1722.05. 703.03 

0.00,0.00 



MEDIAN 

1865.7 

1,9 



MIN, MAX 

495.8,5341.7 

1.9, 1.9 



5%, 95% 

495.8,5341.7 

1.9, 1.9 



‘ P-value from Wllcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’ will be used as 1.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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PM3006438597 


RSR 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Tabic 14.2.1-2 

Statistical Comparison Between Smokets and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 233 of264) 

Biomarken Total Cotjnine ((nmol/LKcigareneperday) Analytical Lab: 1NBIFO 

TimepoirS 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

945.0,641.2 




SD.SE 

1165.85,475.96 




MEDIAN 

490.7 




MIN, MAX 

356.4,3317.2 




5%, 9566 

356.4,3317.2 



ti of BLQ/ALQ Values 

m 



Week 2 

N 

6 


NA 

MEAN, GEO MEAN 

1237.2, 891.5 




SD, SE 

1051.58,429.31 




MEDIAN 

7S0.9 




MIN, MAX 

381.0, 2806.1 




5%, 9534 

381.0,2806.1 



# of BLQ/ALQ Values 

(VO 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

962.2, 703.9 




SD, SE 

810.58, 362.50 




MEDIAN 

413.7 




MTN, MAX 

294,4, 1991.8 




5%, 95% 

294.4.1991.8 



# of BLQ/ALQ Vafcies 

(VO 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

104322,790.8 




SD, SE 

884.68,361.17 




MEDIAN 

661,9 




MIN, MAX 

384.4,2604.3 




5%, 95% 

384.4,26043 




NOTE: Values listed were normalized by taking the original bionutrker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcox on rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234') for the averages across visits within a subject thus eliirnnating ail BLQ/ALQ values for the overall statistics. 
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PM3006438598 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers ami Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 234 of 264) 


Biomarken Total Cminmc ((ng/mLycigarene per day) _ Analytical Lab: iNBIFQ ______ 

Tore point _ Statistic Smokere _ Non-Smokcis ___ P-valuc* 


Week 1 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN, QEO MEAN 

166.5,113.0 

SD, SE 

205.43,83.87 

MEDIAN 

86.5 

MIN, MAX 

62.8,584.5 

5%, 93% 

62.8, 584.5 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

218.0,157.1 

SD, SE 

185129,75.64 

MEDIAN 

137.5 

MIN, MAX 

67.1,494.4 

5%, 95% 

67.1,494.4 

#Df BLQ/ALQ Values 

(V0 

N 

5 

MEAN, GEO MEAN 

169.6,124.1 

SD, SE 

142.83, 63.58 

MEDIAN 

73.8 

MIN, MAX 

S1.P, 351.0 

3%, 95% 

51.9,351.0 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

183.8,139.4 

SD, SE 

155.89, 63.64 

MEDIAN 

116.7 

MIN, MAX 

67.7,458.9 

5%, 95% 

67.7,458.9 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomstrter and dividing it by tbe number of cigarettes Pound in question 4 of the weekly survey for the corresponding 'week. 

1 P-vaiue from Wileoaon rank-sum test. 

" Overall values calculated by first averaging Ibe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dooB not apply as the BLQ/ALQ values were converted to the llntlt 
of the quantification (e.g., tel.234’ will be used as 3.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ value* fbr the crverall statistics. 
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PM3006438599 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 


Biomarker: Total Nicotine (nnio]/24hr) 

Statistical Comparison Between Smokers snd Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 235 of264) 

Analytical Lab; INBIFO 


Timepoiitt 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

13340.083,10943.435 

31.361,28.707 



SD, SE 

8949.6828,3653.6927 

140233,8.0963 



MEDIAN 

10205.028 

3S.100 



MIN, MAX 

5497.128,25327.788 

15.240, 40.742 



5%. 95% 

5497.128,25327.788 

15.240, 40.742 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN, GEO MEAN 

12368.978,11224.563 

40.565,40.139 



SD, SE 

5727.7162,2338.33(13 

6.8172,3.0487 



MEDIAN 

11942.637 

36.830 



MIN, MAX 

6300.791, 19866.660 

34.925,51.376 



5%, 95% 

6300.791, 19866.660 

34.925, 51.376 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0058 

MEAN, GEO MEAN 

9383.015, 8059.175 

29.054, 27.748 



SD, SE 

4868.4540,2177.2388 

9.1357,3.4530 



MEDIAN 

9143.680 

26.213 



MIN, MAX 

2723.706, 14156.770 

16.002, 40.640 



514.95% 

2723.706,14156,770 

16.002,40.640 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall’ 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

12229.584,10705.606 

31.847,31 289 



SD> SE 

6469.9832,2641.3596 

6.2904, 2.3775 



MEDIAN 

11297.326 

33.528 



MIN. MAX 

4876.534, 19783.739 

22.860,39.298 



5%, 95% 

4876.534,19783.739 

22.860,39.298 



" P-vatue ftora Wilcoxon rant-sura test 

’ Overall values calculated by lint averaging the results across vails within a subject, then calculating the desciiprtve statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’51.234’will be used as T.234T for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for tits overall statistics. 
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PM3006438600 






RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers, and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 236 of 264) 


Bioroarkcr: Total Nicotine (ug/24hr) Analytical l-ah: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 


P-value' 

Week] 

N 

6 

3 


0.0282 

MEAN, GEO MEAN 

2163.761,1775.025 

5.087,4.656 




SD, SB 

1451.5354,592.6289 

2.2745, X -3132 




MEDIAN 

1655.256 

6.180 




MTN, MAX 

*91.634,4108.167 

2.472,6.608 




5%, 95% 

891.634,4108.167 

2.472,6.608 



# of BLQ/ALQ Values 

0/0 

3/0 



Week 2 

N 

6 

5 


U.0O81 

MEAN, GEO MEAN 

20065248,1820.624 

6.580,6.511 




SD, SE 

929.0356, 379.2772 

1.1057,0.4945 




MEDIAN 

1937.096 

5.974 




MIN, MAX 

1021.988.3222.372 

5.665, 8.333 




5%, 95% 

1021.988,3222.372 

5.665,8.333 



# of BLQ/ALQ Values 

0/0 

4/0 



Week3 

N 

5 

7 


0-0058 

MEAN, GEO MEAN 

1521.925,1307.198 

4.713,4.501 




SD, SE 

789.6633,353.1482 

1.4816,0.5600 




MEDIAN 

1483.105 

4.252 




MIN, MAX 

441,785,2296.228 

2.596,6.592 




5%, 95% 

441.785,2296.228 

2.596, 6.592 



# of BLQ/ALQ Values 

0/0 

7/0 



Overall’ 

N 

6 

7 


0.0034 

MEAN, GEO MEAN 

1983.638,1736.449 

5.166,5.075 




SD, SE 

1049.4312.428.4285 

1.0202.0.3856 




MEDIAN 

1832.426 

5.439 




MIN, MAX 

790.974,3208.922 

3.708, 6.374 




5%, 95% 

790.974,3208.922 

3.708, 6.374 




1 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results acres* visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1.234' will be used as T .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438601 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 237 of264) 


Biomarlcer: Total Nicotine ((ntuol/24tir).'cigarctte pet day) _ Analytical Lab. INBIFO _ 

Timepoint _ Statistic _ Smokere _ Non-Smokcra _ P-value* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

MEAN, GEO MEAN 
SD.SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
S%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%. 93% 

it of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 


6 

853.074, 666.051 
687,2070,280.5511 
667,862 

305.396,2110.649 
305.396,2110.649 
0/0 

6 

1143.254,850.510 

1002.1522,409.1269 

683,182 

341.887,2887.235 

341.887,2887.235 

0/0 

5 

964.053,737.791 

833.1631,372.6019 

507.982 

344237.2334.363 

344.237.2334.363 
0/0 

6 

981,707,808.034 
652.4491,266.3612 
772,619 

385.088,1874.379 
385.088,1874,379 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wlleoxon rank-surn test. 

* Overall values calculated by first averaging tho results across visits within a subject, then calculating the descriptive statistics across subjects. Cotmt of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for tha averages across visits witiiin a subjeetthus eliminating all BLQ/ALQ values for tits overall statistics. 
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PM3006438602 




RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarfcers ofExposure by Time point and Overall 

(Page 238 of264) 

Biomarker: Tool Nicotine ((i4g/24hrVciaarene per day! _ AMlytical Lab: INBIFO _ 

Timepoint_ Statistic _ Smokers _ Non-Smokers _P-yaluc* 


Week 1 


Week 2 


Week 3 


Overall' 


N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN. GEO MEAN 
SD. SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

#of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN, MAX 
5%, 95% 


5 

138.369, 108.033 
111.4649. 45.5054 
108.328 

49.535,342.347 
49.535,342.347 
0/0 

6 

185.436, 137.969 
162.5493, 66.3605 
110.812 

55.454,468.310 
55.454, 468.310 
0/0 

5 

156.369,119.670 
135,1391.60.4361 
82.395 

55.835,378.634 

55.835,378.634 

(V0 

6 

159233,131.063 
105.8274,43.2039 
125.319 

62.461,304.023 

62,461,304.025 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes Pound in question 4 of the weekly survey for the corresponding week, 

‘ P-v»!oe from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, them calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. '<1.234' will be used as T 234’) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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PM3006438603 


12226-8450 


RSR 

Protocol No. PM-8450 
Covancc CRU Study No. 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Mon-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Pace 239 of 264) 


Biomarker Total Nicotine (nitiol/me Creatinine) Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

F-value* 

Week l 

N 

6 

3 

0.0282 

MEAN, GEO MEAN 

9.381, 7.928 

0.024,0.022 



SD. SE 

5.4803,2.2373 

0.0129.0.0074 



MEDIAN 

8.947 

0.019 



MIN, MAX 

2.896,17.795 

0.015,0.039 



5%, 95% 

2.896, 17.795 

0015.0039 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0081 

MEAN. GEO MEAN 

9.755,8.845 

0031,0.029 



SD, SE 

4.6862,1.9131 

0.0118,0.0053 



MEDIAN 

9.474 

0027 



MIN, MAX 

4.131,17,906 

0.016,0.044 



3%, 95% 

4.131,17.906 

0.016, 0.044 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0057 

MEAN, GEO MEAN 

8.488, 7.874 

0,021,0.020 



SD, SE 

3.6972,1,6534 

0.0064, U.0(J24 



MEDIAN 

6.628 

0024 



MIN, MAX 

4.861,13.377 

0.013,0.029 



5%, 95% 

4,861,13,377 

0013,0 029 


# of BLQ/ALQ Values 

(V0 

7/0 


Overall* 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

9.367, 8.525 

0.025,0.024 



SD, SE 

4.2474, 1.7340 

0.0072,0.0027 



MEDIAN 

9.697 

0.025 



MIN, MAX 

4.390,15.711 

0 015,0 034 



5%, 95% 

4.390, 15.711 

0015,0.034 



’ P-value from Wilcoxotl rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statiatics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e.g„ vt] ,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statist ice. 
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PM3006438604 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 240 of264) 


Biomatker. Total Nicotine (un/me Creatinine) 

Analytical Lab: INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

5 

3 

0.0282 

MEAN, GEO MEAN 

1.522, 1286 

0.004,0.003 



SD.SE 

0,8887,0.3628 

0.0021,0.0012 



MEDIAN 

1.451 

0.003 



MIN, MAX 

0.470,2.886 

0.002,0.006 



5%. 95% 

0.470.2.886 

0,002,0,006 


# of BLQ/ALQ Value* 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0078 

MEAN, GEO MEAN 

1.582, 1.434 

0,005,0.005 



SD.SE 

0.7601.0.3103 

0.0019.0.0008 



MEDIAN 

1-537 

0.004 



MIN, MAX 

0.670,2.904 

0.003, 0.007 



5%, 95% 

0.670, 2.904 

0.003, 0.007 


it of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0053 

MEAN, GEO MEAN 

1077,1.277 

0.003.0.003 



SD.SE 

0.5999,0.2683 

0.0011,0.0004 



MEDIAN 

1.075 

0.004 



MIN, MAX 

0.788,2.170 

U.0O2,0.005 



5%, 95% 

0.788, 2.170 

0.002,0.005 


# af BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

1.519,1.383 

0.004,0.004 



SD.SE 

0.6888,0.2812 

0,0013,0.0005 



MEDIAN 

1.573 

0.004 



MIN, MAX 

0.712, 2.548 

0.002, Q.0M 



5%, 95% 

0.712, 2.548 

0.002,0.006 


1 P-value from Wilowton tank-sum test. 




Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values doe* not apply is the BLQ/ALQ values were converted to the limit 

of the quantification (e.g., '<1.234' will be used as '1-234'} ibr the averages across vfsil* within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438605 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokeis of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 241 of 254) 


Biomarker: Total Nicotine ((nmol/ma Creatinine l/cigarettc pet day) _ Analytical Lab: INBlfO _ 

Tjmepoinl _ Statistic _ Smokers _ Hop-Smokers _P-valuc* 


Week 1 


Week 2 


Week 3 


Overall’ 


N 

6 

MEAN. GEO MEAN 

0.615,0.483 

SD.SE 

0.4755,0.1941 

MEDIAN 

0.496 

MIN, MAX 

0.161,1.483 

5%, 95% 

0.161.1.483 

it of BLQ/ALQ Values 

ova 

N 

6 

MEAN, GEO MEAN 

0.878,0.670 

SD,SE 

0,6766,0.2762 

MEDIAN 

0.570 

MIN, MAX 

0.207,1,627 

5%, 95% 

0.207,1.827 

# of BLQ/ALQ Values 

070 

N 

5 

MEAN, GEO MEAN 

0,933,0.721 

SD.SE 

0.7763,0.3472 

MSDIAN 

0.810 

MIN, MAX 

0.331,2,230 

5%, 95% 

0331,2.230 

A of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

0.786,0.648 

SP,SE 

0.5055, 0.2064 

MEDIAN 

0.636 

MIN, MAX 

0.236,1.448 

5%. 95% 

0236, 1.448 


NA 


NA 


NA 


NA 


NOTE: Values listed were iwrmaltied by taking the original biomaricer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does net apply as the BLQ/ALQ values were converted to the limit 
oftbe quantification (e.g., '<1.234’will be used as ’12234’) for the average* across visits within a subject thus eliminating all BLQ/ALQ values Ibr the overall slalistlcs. 


Final Draft: 22 October 2003 


Page 636 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438606 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaricers of Exposure by TirpepoinJ and Overall 

(Page 242 of2641 


Biomarker: Total Nicotine ((ng/mg Creatinine Vcigarette per day) 


Analytical Lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 


NA 

MEAN, GEO MEAN 

0.100,0.078 




SD. SB 

0.0774.0.0316 




MEDIAN 

0.081 




MIN, MAX 

0.026,0.241 




5%. 95% 

0.026,0.241 



# of BLQ/ALQ Values 

(V0 



Week 2 

N 

6 


NA 

MEAN. GEO MEAN 

0.143,0.109 




SD. SB 

0.1095,0.0447 




MEDIAN 

D.093 




MIN, MAX 

0.034,0.296 




5%, 95% 

0.034,0.296 



# of BLQ/ALQ Values 

0© 



Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

0.151,0.117 




SD. SE 

0.1261,0.0564 




MEDIAN 

0,13! 




MIN, MAX 

0.054, Q362 




5%, 95% 

0.054, 0.362 



# of BLQ/ALQ Values 

0/0 



Overall* 

N 

6 


NA 

MEAN, GEO MEAN 

0.128,0.105 




SD. SB 

0.0822,0.0335 




MEDIAN 

0.103 




MIN, MAX 

0.038, QJ235 




5%, 95% 

0.038,0 7 35 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in quegtion 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
ofthe quantification (e.g., '<1.234' will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 


Final Draft: 22 October 2003 


Page 637 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 




PM3006438607 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 243 of264) 


Biomatker Total Nicotine tnmol/L) Analyiical Lab; 1NB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

9798.9,6501.7 

12.7,12.7 



SD, SE 

10412.65,4250.94 

0.00,0.00 



MEDIAN 

4765.0 

12.7 



MIN, MAX 

2468.7,29112.4 

12.7.12,7 



5%, 95% 

2468.7,29112.4 

12.7,12.7 


# of BLQ/ALQ Values 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

8934.2,6661.8 

20.0,16.7 



SD, SE 

7476.72, 3052.36 

16.41,7.34 



MEDIAN 

5769,3 

12.7 



MIN, MAX 

2954.7,21362.0 

12.7,49.4 



5%, 95% 

2954.7,21362.0 

12.7,49,4 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

5251.1,4536.8 

12.7,12.7 



SD, SE 

2902.43,1298,01 

0.00,0.00 



MEDIAN 

5824.0 

12.7 



MiN, MAX 

1973.7, 9133.4 

12.7,12.7 



5%. 95% 

1973.7,9133.4 

12.7,12.7 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall* 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

8500.5, 5413.7 

14.4,14.0 



SD, SE 

7026.29, 2868.47 

4.61, 1.74 



MEDIAN 

5421.7 

12.7 



MIN. MAX 

2744.5.19869.3 

12.7.24.9 



5%, 95% 

2744.5,19869.3 

12.7,24.9 



" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the resulcs across visits within a subject, than calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ valuea were converted to the limit 
of the quantification (c.g., *<1.234' will be used aa 1.234’) for the averages across visits within a subject thus elimfoaring all BLQ/ALQ values for the overall statistics, 
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PM3006438608 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 244 of 264) 


Biomarker Total Nicotine (ng/mL) Analytical Lab: INBIFO 


Timepoiirt_ 

Statistic 

Smokers 

Non-Smokcra 

P-value" 

Week 1 

N 

6 

3 

0.0256 

MEAN, GEO MEAN 

1589.4, 1054.6 

2.1,2.1 



SD, SE 

1688.92,689.50 

0.00,0.00 



MEDIAN 

772.9 

2.1 



MIN, MAX 

400.4,4722.0 

2.1,2.1 



5%, 95% 

400.4, 4722.0 

2.1, 2.1 


# of BLQ/ALQ Va hies 

0/0 

3/0 


Week 2 

N 

6 

5 

0.0067 

MEAN, GEO MEAN 

1449.1, 1080,5 

3.3,2.7 



SD, SE 

1212-72,495.09 

2,64,1.18 



MEDIAN 

955.8 

2.1 



MrN, MAX 

479.3, 3464.9 

2,1, 8.0 



5% 95% 

4793, 3464.9 

2.1, S.O 


# of BLQ/ALQ Values 

0/0 

4/0 


Week 3 

N 

5 

7 

0.0021 

MEAN, GEO MEAN 

851,7, 735.9 

2.1,2.1 



SD, SE 

470.78, 210.54 

0.00,0.00 



MEDIAN 

944.7 

2.1 



MIN, MAX 

320,1,1481.4 

2.1,2.1 



5%, 95% 

320.1,1481.4 

2.1,2.1 


# of BLQ/ALQ Values 

0/0 

7/0 


Overall' 

N 

6 

7 

0.0021 

MEAN, GEO MEAN 

1378.8, 1040.3 

2,4,23 



SD, SE 

1139.66, 465.26 

0.76, 039 



MEDIAN 

879.4 

21 



MTN, MAX 

445.2.3277.8 

2.1.4.1 



5%, 95% 

445.2,3222.8 

2.1,4.! 



" P-vahic from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (c,g,, k;j .234’ will be used a* 1.234’) for the averageu across viaiia within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


j 

i 


i 
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PM3006438609 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 245 of 264) 


j 


i 


Biomartccr: Total Nicotine Knutol/LVcicarette per day) 

Analytical Lab: 1NBIFO 

Timepoini 

Statistic 

Smokers 

Week 1 

N 

6 


MEAN. GEO MEAN 

701.4.395.7 


SD, SB 

880.12,35931 


MEDIAN 

4042 


MIN, MAX 

123.4, 2426.0 


5%, 95% 

123.4, 2426.0 


# of BLQ/ALQ Values 

era 

Week 2 

N 

6 


MEAN, GEO MEAN 

778.0,504.8 


SD, SE 

724.77,295.89 


MEDIAN 

531.5 


MIN, MAX 

147.7,1942.0 


5%, 95% 

147.7, 1942.0 


# of BLQ/ALQ Values 

W0 

Week 3 

N 

5 


MEAN, GEO MEAN 

528.0,415.4 


SD, SE 

386.33, 172.77 


MEDIAN 

329,0 


MIN, MAX 

140.5, 1085.8 


5%, 95% 

140,5, 1083-8 


# of BLQ/ALQ Values 

0/0 

Overall" 

N 

6 


MEAN, GEO MEAN 

677.1,490.8 


SD, SE 

573.72, 23422 


MEDIAN 

562.7 


MIN. MAX 

1372, 1709.7 


5%, 95% 

1372, 1709.7 


Non-Smokers 


P-value* 


NA. 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarkeT and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-Yftlue from Wilcoxon rank-sum test 

' OvenJl values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g.. '<1.234’ will be used as ’1.234 1 } for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438610 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 246 of 264) 


Bioroarkcr; Total Nicotine ((ng/mL)/ciRarcttc per day) _ Analytical L»b: INBIFO _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers __ P-v&Jue" 


Week 1 


Week 2 


Week 3 


Overall* 


N 

6 

MEAN, GEO MEAN 

113.8, 64.2 

SD.SE 

142.76, 58.28 

MEDIAN 

65.6 

MIN, MAX 

20.0,393.5 

5%, 95% 

20.0,393.5 

#ofBLQMt.Q Values 

0/0 

N 

6 

MEAN, GEO MEAN 

126.2, 81.9 

SD,SE 

117.55,47.99 

MEDIAN 

86,2 

MIN. MAX 

24.0,315.0 

5%, 95% 

24.0,315.0 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

85.7, 67.4 

SD, SE 

62.66, 28.02 

MEDIAN 

53.4 

MIN. MAX 

22.8, 1761 

5%, 95% 

22.8, 176.1 

W of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

109.9,79.7 

SD, SE 

93.03,37.98 

MEDIAN 

91.3 

MIN. MAX 

22.3,277.3 

5%, 95% 

22.3,277.3 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bio marker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresporxfing week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ valiKs were converted to the limit 
of the quantification (e g., ’<1.234’will be used 92 1.234’) for the averages acroas visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438611 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

[Page 247 of 264) 


Btomarker Trans-3-ltydroxycoitnine fnmol/24tir) Analytical lab: INBIFO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 8 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

27286.763,24423243 

27.743,20.815 



SD.SE 

13018.2385,5314.6736 

19.8790,7.0283 



MEDIAN 

26551.035 

23.760 



MIN, MAX 

9903.928,47408.910 

5.880, 56.550 



5%, 95% 

9903.928,47408,910 

5.880, 56.550 


It of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN. GEO MEAN 

28780.750,23570.930 

26.811,22.854 



SD.SE 

20864.6837,8517.9715 

15.6177,5.9029 



MEDIAN 

247)4.348 

23.120 



MIN, MAX 

9062.489, 67799.170 

10,712,47.850 



5%, 95% 

9062.489, 67799.170 

10.712,47.850 


# of BLQ/ALQ Values 

0/D 

0/0 


Week 3 

N 

5 

5 

Q.0122 

MEAN, GEO MEAN 

20684.366, 15880.862 

22.055,19.578 



SD.SE 

179325493,8019.6799 

11.5204, 5.1521 



MEDIAN 

13910,514 

18.228 



MIN, MAX 

5533.662,51582.300 

9.450,36.375 



5%, 95% 

5533.662,51582.300 

9.450, 36.375 


# of BLQ/ALQ Values 

0/0 

0/0 


Overall’ 

N 

6 

S 

0.0024 

MEAN, GEO MEAN 

26279.497, 22293.290 

23.547, 19.730 



SD.SE 

16487.3011, 6730.9125 

13.4248,4.7464 



MEDIAN 

21636.072 

24.725 



MIN, MAX 

8166.693, 55596.793 

8.681,38.675 



5%, 95% 

8166.693,55596.793 

8,681,38.675 



‘ P-value from Wllcoxon rank-sum teat. 

* Overall values calculated by firs! averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nol apply as the B LQ/ALQ values were converted to the limit 
Dfrtie quantification (e.g., 'cl234'wlll be used as 1.234’) for the averages across visits within a subjecubus eliminating all BLQ/ALQ values Ibv (he overall statistics. 
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PM3006438612 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by TimepoirnamJ Overall 

(Page 248 of 264) 


Biomarkcr: Trana-2-hydrpxycorininc (pp/24hr) Analytical Lab: INB1FO 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 


Weekl 

N 

5 

8 

0.0024 


MEAN, GEO MEAN 

5244.516,4694.147 

5.332,4,000 




SD, SE 

2502.1057,1021.4804 

3.8207,1.3508 




MEDIAN 

5103.109 

4.567 




MIN, MAX 

1903.535,9111.993 

1.130, 10.869 




5%, 9534 

1903.535. 9111.993 

1.130, 10.869 



# of BLQ/ALQ Values 

0/0 

a/u 



Week 2 

N 

6 

7 

0.0034 


MEAN, GEO MEAN 

5531.660,4530.332 

5.153,4.393 




SD, SE 

4010.1922,1637.1541 

3.0018, 1.1346 




MEDIAN 

4750.098 

4.444 




MIN, MAX 

1741.810, 13031.000 

2.059,9.197 




5%, 95V. 

1741.810, 13031.000 

2.059, 9.197 



# of BLQ/ALQ Values 

0/0 

(VO 



Week 3 

N 

5 

5 

0.0122 


MEAN. GEO MEAN 

3975.535, 3U52.302 

4239, 3.763 




SD, SE 

3446.6359,154 0 824 

2.2143, 0.9903 




MEDIAN 

2673.601 

3.503 




MIN, MAX 

1063.570,9914.118 

1.816, 6.991 




5V., 95% 

1063.570,9914118 

1.816.6.991 



# of BLQ/ALQ Values 

053 

0/0 



Overall" 

N 

6 

8 

0.0024 


MEAN, GEO MEAN 

505Q.920,42S4.77Q 

4,526,3.792 




SD, SE 

3168.8595,1293.6815 

2.5804,0.9123 




MEDIAN 

4158.453 

4.752 




MIN, MAX 

1569.638,10685.704 

1.668. 7.433 




5%, 95% 

1569.638, 10685.704 

1.668, 7.433 




' P-value from Wllcoxott rani-sum test. 

* Overall values calculated by first averaging tbs results acroas visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as' 1.234') for ihe averages across visits within a subject thus eliminating ail DLQ'ALQ valuer fbr the overall statistics. 
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PM3006438613 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 249 of 264} 


Biomarker: Trans-3-hydrurtvcotiiunc f(nmu'./25hrV'c:care:tc per day - ) Analytical Lab: fNBIFQ _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers ____ P-value* 


Week 1 


Week 2 


Week 3 


Overall" 


N 

MEAN, GEO MEAN 
SD,SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SO, SE 
MEDIAN 
MIN, MAX 
5%, 95% 

# of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MfN.MAX 
5%, 95% 

ft of BLQ/ALQ Values 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 
MIN. MAX 
5%, 95% 


6 

1560.823,1486.474 
503.6919,205.6314 
1524.586 

786.539, 2370.446 
786.539, 2370.446 
0/0 

6 

2176.587, 1786.231 
1569.9617,640.9342 
1465.382 

906.249,4801.595 

906.249,4801.595 

0/0 

5 

16J7.681, 1453.84] 
790.0583, 3533248 
1585.017 

772.806, 2579.115 
772.806,2579.115 
0/0 

6 

1781.061, 1665.949 
729.6039, 297.8596 
1518.531 

1103.963. 2779.840 

1103.963, 2779.840 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original Mottuttker and dividing It by the number of cigarettes (bond hi question 4 of the weekly survey for the corresponding week. 

* P-vahre from Wllcoxon rank-sum test. 

Overall values calculated by Erst averaging the results across visits within s subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., .23d’will be used as T2343 for the averages serose visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438614 





RSR 

Protocol No. PM-8450 


Covance CRU Study No. 12226-8450 


Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 250 of264) 

Biorraikcn Tiaas-3-hydrDxycotininc ((ua/24hrVcieajetic per day) Analytical Lab: 1NBIFO 

Timepoirrt 

Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Week I 

N 

6 


NA 


MEAN, GEO MEAN 

299.990,285.700 




SD, SE 

96.8096,39.5224 




MEDIAN 

293.026 




MIN, MAX 

151.173,455,600 




544,95% 

151.173,455.600 




# of BLQ/ALQ Values 

(TO 



Week 2 

N 

6 


NA 


MEAN, GEO MEAN 

418.340,343.314 




SD, SE 

301.7467,123.1876 




MEDIAN 

281.646 




MIN, MAX 

174.181,922.867 




544 95% 

174.181,922.867 




# of BLQ/ALQ Values 

0/0 



Week 3 

N 

5 


NA 


MEAN, UEO MEAN 

310.918,279.428 




SD, SE 

151.8493,67.9091 




MEDIAN 

304.640 




MTN, MAX 

148.533,495.706 




544 95% 

148.533,495.706 




# of BLQ/ALQ Values 

0/0 



OveraEl' 

N 

6 


NA 


MEAN, GEO MEAN 

342.320,320.195 




SD, SE 

1402297,572485 




MEDIAN 

291862 




MTN, MAX 

212.182,534.285 




544 95% 

212.182,534 285 



NOTE: Values listed were normalized by taking the original biomarker atid dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


1 P-vtdue Dom Wilcoxon rank-sum test. 




* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 


of the quantification (e.g., “< J .234' will be used as '1.234') for the averages aero® visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 

Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 251 of 264) 


Biontarker; Trans-3-hydtoxycotinitie (nmol/mg Creatinine 1 

Analytical Lab; JNB1FO 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-Yulue' 

Week I 

N 

6 

8 

0.0024 

MEAN. GEO MEAN 

21.591,17.695 

0.018. 0.014 



SD, SE 

173519,7.0S39 

0.0129, 0.0046 



MEDIAN 

16.395 

0,014 



MIN, MAX 

8.155,55.986 

Q.005, 0.041 



5%, 95% 

8.155,55.986 

0.005, 0.041 


tl of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

23.853,18.574 

0.016,0.015 



SD, SE 

22.4716, 9.1740 

0.0066,0.0025 



MEDIAN 

15.847 

0.017 



MIN, MAX 

9.465,68.993 

0.008,0.024 



5%, 95% 

9.465, 68.993 

0.008,0.024 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

19.492,15.516 

0.018.0.015 



SD, SE 

17.0839, 7.6401 

0.0108, D.0048 



MEDIAN 

12.774 

0.016 



MIN, MAX 

9.346,49.656 

0,008, 0.032 



5%, 95% 

9.346, 49.656 

0,008, 0.032 


# nf BLQ/ALQ Values 

(Vfl 

010 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

21.660,17.595 

0,016,0.013 



SD, SB 

18.2969,7.4697 

0.0094, 0,0033 



MEDIAN 

15.202 

0.014 



MIN, MAX 

9.166,58.212 

O.OOJ, 0.032 



5%, 95% 

9.166,58.212 

0.005, 0.032 



1 P-vatae from Wllcoxon rank-sum lest. 

" Overall values calculated by first averaging the results across visits within b subject, then calcuioting the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., •<tl.234’will be u*ed as '1.234} for the averages across visits within s subject tints eliminating ail BLQ/ALQ values for tie overall statistics. 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hottr Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 252 of 264) 


Biomaiker: Trans-3-hydroxycoti nine (pft/mg Creatinine) Analytical Lab; fNBIFO 


Titnepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

8 

0.0023 

MEAN. GEO MEAN 

4.150,3.401 

0.003,0.003 



SD, SE 

3.3353, 1.3616 

0.0025, 0.0009 



MEDIAN 

3.151 

0003 



MIN, MAX 

1.567, 10.761 

0.001,0.008 



5%, 0544 

1.567, 10.761 

0.001,0.008 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0032 

MEAN, GEO MEAN 

4.586,3.570 

0,003, 0.003 



SD, SE 

4.3189, 1.7632 

0.0012, 0.0005 



MEDIAN 

3.046 

0.003 



MIN, MAX 

1.819,13.260 

0,002, 0.005 



544, 95% 

1.819,13.260 

0.002. 0.005 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 3 

N 

5 

5 

Q.0119 

MEAN, GEO MEAN 

3.729, 2,982 

0.004, 0.003 



SD, SE 

3.2837, 1.4685 

0.0018, 0.000* 



MEDIAN 

2.455 

0.003 



MIN. MAX 

1.796, 9.544 

0.002, 0.006 



5%, 95% 

1.796, 9.544 

0.002,0.006 


# Of BLQ/ALQ Values 

070 

0/0 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

4.163,3.382 

0,003, 0.003 



SD, SE 

3.5166, 1.4356 

0.0016, 0.0006 



MF.niAN 

2.922 

0.003 



MIN, MAX 

1.761,11.188 

0.001,0,006 



5%, 9544 

1.761,11.188 

0.001,0.006 



1 P-valoe from Wilcox on rank-sum test. 

* Overall values calculated by Hist averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/AU) values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1334' will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ valuee for the overall statistics. 
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Covance CRU Study No. 12226-8450 


Table Mil-2 

Statistical Comparison Between Smokeis and Non-Smokers of 24-Hour Urine Bioniarkers of Exposure by Threpoint and Overall 

(Page 253 of 264) 


Eiornarker: Trans-3-hYdroxvcotimne (fnmol/nigCrcatiniiicVcigaiette per day) _ Analytical Lab: INBII-Q 


Timepoint 

Slalistic 

Smokers 


Non-Smokeis 

P-vaktc* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

6 

1.241, 1.077 
0.8W9, 0.3306 
0.966 

0.560, 2.799 
0.560, 2.799 

010 



NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

6 

1.719, 1.408 
U049.Q.49I9 
1.126 

0.623, 3.450 
0.623, 3.450 
(VO 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

5 

1.611, 1.420 
0,7635, 0.3415 
1.646 

0,519,2.483 
0.519, 2.483 

0/0 



NA 

Overall’ 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MW, MAX 

5%. 95% 

6 

1.486, 1.321 
0.8156, 0.3330 
1255 

0 645,2 911 
0.645,2.911 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week, 

" P-vabe from Wllcoxon rank-sum test, 

' Overall values calculated by first averaging tile results ariosi visits within ts subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’-<[.234’will be used as ’I .234) for the averages serosa visits within a subject thus eliminating all BLQ/ALQ valuee for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 142.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 254 of 264) 


Biomarker: Trans-3 -h ydroxyeotinine ((n&'mfi Crcatinincl/cigarette per day) Analytical Lab: 1NBIFO _ 

Timcpoint _ Statistic _ Smokers _ Non-Smokers _ f-value* 


Week] 

N 

6 


MEAN, GEO MEAN 

0239, 0.207 


SD, SB 

0.1555, 00635 


MEDIAN 

0.186 


MIN, MAX 

0.108,0.538 


5%, 95% 

0.108,0.538 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.330,0271 


SD, SE 

0.2315,0.0945 


MEDIAN 

0.217 


MIN, MAX 

0.120,0.663 


5%, 95% 

0.120, 0.663 


ft of BLQ/ALQ Values 

(V0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.310,0.273 


SD, SE 

0.1466,0.0655 


MEDIAN 

0.316 


MIN, MAX 

0.100,0.477 


5%, 95% 

0.100, 0.477 


ff of BLQ/ALQ Values 

0/0 

Overall’ 

N 

6 


MEAN, GEO MEAN 

0286, 0.254 


SD, SE 

0.1565,0.0639 


MEDIAN 

0241 


MIN, MAX 

0,124. 0.559 


5%, 95% 

0.124, 0.559 


NOTE: Values listed were normalized by ating the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wllcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quamificaiion (e.g., '<1234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 255 of 264) 


Eiomarker: Traits-3-hvdroxvcotinine (ntnol/U 

Analytical Lab: INB1FO 



Tinreuoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

15531.5, 14510.3 

12.9,10.0 



SD 7 S£ 

5703.03, 2328.25 

9.94,3.51 



MEDIAN 

16253.2 

S.3 



MIN, MAX 

7282.3.21708.6 

4.9,31.9 



5%, 95% 

7282.3,21708.6 

4.9,31.9 


# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

16215.6, 13989.4 

12.7,10.9 



SD, SE 

8993.85,3671.72 

7.86.2.97 



MEDIAN 

14730.5 

10J 



MIN, MAX 

5006,9,30541.0 

6.0,27.6 



5%, 95% 

5006.9, 30541.0 

6.0,27.6 


# at BLQ/ALQ Values 

0/0 

0/0 


Week) 

N 

5 

5 

0.0(22 

MEAN, GEO MEAN 

10483.2, 8939.9 

11.3,10.7 



SD, SE 

6664,13,2980:29 

4.09,1,83 



MEDIAN 

8860,2 

12.4 



MIN, MAX 

4009.9,21054.0 

7.0.16.9 



5%, 95% 

4009.9,21054.0 

7.0,16.9 


it of BLQ/ALQ Values 

0/0 

0/0 


Overall' 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

14945.7, 13284,5 

11.3,10.0 



SD, SE 

7410.05,3025.14 

6.05,2.14 



MfcUlAN 

14143.7 

10,ti 



MIN, MAX 

5433.0,26124.8 

5.5, 222 



5%. 95% 

5433,0.26124.8 

5.5,22.2 



‘ P-value from Wilcoxon rani-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of die quantification (e.g., ] .2iT4’ will be used as ’1.234’) for the averages across vishs within a subject thus eliminating all BLO/ALQ values for the overall statistics. 
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Covance CRU Study No. 12226-8450 



Table 14.2.1-2 

Statistical Comparison Ectwccn Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 256 of 2f>4) 


Biotnarker TraJis-B-hydroxycotininc (ng/mL) 

Analytical Lab; INBIFO 



Timepoint 

Statistic 

Smokers 

Non-Smokei* 

P-value* 

Week 1 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

29*5.2,2788.9 

2.5,1.9 



SD, SE 

1096.11,447.48 

1.92,0.68 



MEDIAN 

3123.9 

1.6 



M[N, MAX 

1399.7,4172.4 

0.9,6.1 



5%, 95% 

1399.7,4172.4 

0.9,6.1 


tt of BLQ/ALQ Values 

0/0 

(TO 


Week 2 

N 

6 

7 

0.0034 

MEAN, GEO MEAN 

3116.6,26*8.7 

24,2.1 



SD, SE 

1728-63,705.71 

1.50,0.57 



MEDIAN 

2831.2 

2.0 



MIN. MAX 

962.3,5870.0 

1.2,5.3 



5%, 95% 

962.3, 5870.0 

1.2,5.3 


tt of BLQ/ALQ values 

1X0 

Q/O 


Week 3 

N 

5 

5 

0.0119 

MEAN, GEO MEAN 

2014.9,17182 

2.1,2.0 



SD, SE 

1280 85, 572 81 

0.79,0.35 



MEDIAN 

1702.9 

2.4 



MIN, MAX 

770.7,4046,6 

1.3,32 



5%, 95% 

770.7,4046.6 

1.3,32 


# of BLQ/ALQ Values 

0/0 

m 


Overall* 

N 

6 

8 

0.0024 

MEAN, GEO MEAN 

2*72,6,25533 

2.2,1.9 



SD, SE 

142422,581.44 

1.15,0.40 



MEDIAN 

2718.4 

2.0 



MfN, MAX 

10442,50212 

1.1,42 



5%, 95% 

1044.2,50212 

1.1,42 



* P-value from Wilcoxom rank-sum test. 

* Overall values calculated by ftnst averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ^1,234’will be used as T .2340 for the averages across visits within a subject time ellminairng all BLQ/ALQ values for the overall statistics. 
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Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 257 of2641 


Biamarker; Irans-3-hYdr<jx>'colinine ((umol/Lycigaretie pet day) _ Analytical Lab; INBIFO _ 

Tlmepoint _ Statistic _ Smokers _Non-Smokos_P-vatuc* 


Week [ 

N 

6 


MEAN. GEO MEAN 

992.0.883.1 


SD,SE 

474.97, 193.91 


MEDIAN 

920.8 


MIN, MAX 

321.0, 1758.1 


5%, 95% 

321.0. 1758.1 


ft of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

1222.6,1060.1 


SD, SE 

663.49,270.87 


MEDIAN 

1276.8 


MIN, MAX 

500.7,2233.3 


5%, 95% 

500.7, 2233.3 


M ef BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

854.5,818.4 


SD, SE 

258.22,115.48 


MEDIAN 

1022.6 


MIN, MAX 

492.2, 1052.7 


51k, 95% 

49222, 1052.7 


#ofRl.Q/AIQ Values 

0/0 

Overall" 

N 

6 


MEAN, GEO MEAN 

1044.2, 1007.3 


SD, SE 

292.36, 119.44 


MEDIAN 

1092.5 


MIN, MAX 

636.9, 1413.6 


5% 95% 

636.9, 1413.6 


NOTE: Values listed were normalised by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vnlue from Wikoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across sutrjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., VI.234' will be used as 1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor Ibe overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomsrkets of Exposure by Timepoimand Overall 

(Page 258 of264) 


Biomarker: Trans-3-hydroxYCOtiiiine((ng/mLyciaarene per day) 
Tiraepoim _ Statistic _ 


Analytical Lab: INB1FO 
Smokers_ 


Non-Smokers 


P-vatuc* 


Week 1 


Week 2 


Week3 


Overall" 


N 

6 

MEAN, GEO MEAN 

190.7, 169.7 

SD, SE 

91.29.3727 

MEDIAN 

177.0 

MIN. MAX 

61.7,337.9 

5%, 95% 

61.7,337.9 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

235.0, 203.8 

SD, SE 

127.51,52.06 

MEDIAN 

245,4 

MIN, MAX 

962,429.2 

5%, 95% 

96.2,429.2 

# of BLQ/ALQ Values 

0/0 

N 

5 

MEAN. GEO MEAN 

164,2, 157.3 

SD, SE 

49.61,22.19 

MEDIAN 

196.5 

MIN, MAX 

94.6,2023 

5%, 95% 

94.6,202.3 

D of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

200,7, 193.6 

SD, SE 

56,23,22.96 

MEDIAN 

210.0 

MIN, MAX 

122.4, 271.7 

5%, 95% 

122.4, 271.7 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomariter and dividing it by the number of cigarettes found in question 4 of (he weekly survey for the corresponding week. 

1 P-value from Wilcwon rank-sum test. 

* Overall values calculated by first averaging lire results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl.234 - willbe used as T.234’) fttr the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table Mil-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 259 of 264) 


Biomarker; Trans-3-hydroxycotinine-O- g tiicuromde (nmol/L - ) Analytical Lab: rNBIFQ _ 

Timepoint _ Statistic _ Smokers ___ Non-Smokers _ P-value* 


Week 1 

N 

6 

2 

00668 


MEAN. GEO MEAN 

3229.3,2944.6 

18.1.172 



SD,SE 

1244.01, 507.87 

7.71,5.45 



MEDIAN 

3884.0 

18.1 



MIN, MAX 

1134.7,4122.8 

12.6,23 J 



5%, 95% 

1134.7,4122.8 

12.6,23.5 



# of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

1 

NA 


MEAN, GEO MEAN 

3761.5,3336.9 

14.3,14 3 



SD.SE 

2090.68,853.52 

NA,NA 



MEDIAN 

2948.4 

143 



MIN, MAX 

1937.9,7148.3 

14.3,14.3 



5%, 95% 

1937.9,7148.3 

NA.NA 



I! of BLQ/ALQ Vilues 

0/0 

0/0 


Week 3 

N 

5 


NA 


MEAN, GEO MEAN 

2442.3, 1338.9 




SD, SE 

2744.27, 1227.28 




MEDIAN 

1240.5 




MIN, MAX 

270.0, 6900.4 




5%, 95% 

270.0, 6900.4 




# of BLQ/ALQ Values 

(V0 



Overall - 

N 

6 

2 

0.0668 


MEAN, GEO MEAN 

3314.7,2908.5 

185,17.8 



SD, SE 

173035,706.41 

7.07,5.00 



MEDIAN 

3199.8 

18.5 



MW, MAX 

1319.5. 5509.1 

13.5,23.5 



5%. 95% 

1319.5,5509.1 

13.5.23.5 



* P-value from Wilcox on rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e,g. t ^1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 654 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438624 


• • • 

RSR 

Protocol No. PM-8450 
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Table 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 260 of 264] 

Biomariter: Tians-3-hvdroyycotimne-O-filuaironidc rittrooI/LVcifiarettgper day \_ Analytical Tati. INBlfO ___ 

Timepoint _ Statistic _ Smokera _ Non-Smokera _P-value* 


Week 1 

N 

6 


mean, geo mean 

197.4, 179J2 


SD.SE 

83.47,34.08 


MEDIAN 

196.9 


MIN, MAX 

68.4,324.8 


5%, 05% 

68.4,324.8 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

288.2,252.9 


SD, SB 

144.58, 59.02 


MEDIAN 

306.4 


MIN, MAX 

96.9, 494.5 


554. $556 

96 9,494.5 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

179.5, 122.6 


SD, SE 

137.74,61.60 


MEDIAN 

206.8 


MIN, MAX 

32.1,345.0 


5%, 95% 

32.1.345.0 


# of BLQ/ALQ Values 

0/0 

Overall* 

N 

6 


MEAN, GEO MEAN 

226.3,213.1 


SD, SE 

8455,34.52 


MEDIAN 

225.0 


MIN, MAX 

119,3,362.6 


5%, 95% 

119.3,362,6 


NO 1'E; Values listed were normalized by taking the original biemarker and dividing it by tile number of cigarettes Found in question 4 of tie weekly survey fbr the corresponding week. 

* P-yalue from Wilcoxon rank-sum teat. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Cocnt ofELQ/ALQ values does not apply as the BLQ/ALQ values were converted to tire limit 
oftbe quantification (e.g„ '<1.2J4’will be used as T Dlk - ) for the average* aei-os* visits wjtWn a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 142.1-2 

Statistical Comparison Between Smokers aiul Non-Smokeis of 24-Hour Urine Biomarkera of Exposure by Timepoint and Overall 

(Page 261 of 264) 


Biumarker; Trans~3"Iiyiiroxycotininc-0-&Iucuronidc (mnol/241ir) Analytical Lab: 1NBIFQ 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

5915,230,49562210 

46.567,35.776 



SD, SE 

3528-26S2,1440.4094 

42.1556,29.8085 



MEDIAN 

5879.115 

46.567 



MIN, MAX 

1543.192, 11872.310 

16.758,76.375 



5%, 95% 

1543.192, 11872.310 

16.758, 76.375 


V of BLQ/ALQ Values 

0/0 

0/0 


Week 2 

N 

6 

1 

NA 

MEAN, GEO MEAN 

5976.355, 5622.441 

24.024,24.024 



SD, SE 

2460.4198,1004.4622 

NA,NA 



MEDIAN 

4840.694 

24.024 



MIN, MAX 

3837.042, 10362.680 

24.024,24.024 



5%, 05% 

3&37.042, 10362.680 

NA, NA 


#ofBLQ,'ALQ Values 

(VO 

(VO 


Week 3 

N 

5 


NA 

MEAN, GEO MEAN 

5169.565,2378.384 




SD, SE 

6804.7412,3043.1728 




MEDIAN 

2667.075 




MIN, MAX 

372.600, 16905.980 




5%, 95% 

372.600. 16905.980 



tt of BLQ/ALQ Values 

0/0 



Overall’ 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

5777.447.4931.665 

48.383,39.463 



SD, SE 

3856.0276,1574.2167 

39.5867, 27.9920 



MEDIAN 

4375,768 

48.383 



MIN. MAX 

2179.450,13045.990 

20.391. 76.375 



5% 95% 

2179.450.13046.990 

20391,76.375 



’ P-value from Wilcoxcn rank-sum test, 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g,, ^ 1.234’ will be used as ’\ .234’) For the averages across visits within a subject thus eliminating all B LQ/ALQ values for the overall statistics, 
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! 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 262 of 264) 


Biutnnrker: Trans-3-hYdmxycotiniiB-O-glucuronUle ((nmolOMlirl/cliarene per thy] Analytical Lab: INBIFO 


Timepoint 


Statiatk 


Week 1 


Week 2 


Week 3 


Overall" 


Smokers 


N 

6 

MEAN, OEO MEAN 

326,104,301.6SO 

SD,SE 

148.2217,60.5112 

MEDIAN 

276.753 

MIN, MAX 

167.506,593.616 

5%, 95% 

167.506,593.616 

# of BLQ/ALQ Values 

010 

N 

6 

MEAN, GEO MEAN 

461.555,426.075 

SD,SE 

189.3290,77.2932 

MEDIAN 

461,075 

MIN, MAX 

191.852,769.055 

S%> 95% 

191.852, 769.055 

U of BLQ/ALQ Values 

0/0 

N 

5 

MEAN, GEO MEAN 

363.714,217,734 

SD, SE 

328,0)10,146.6910 

MEDIAN 

416278 

MIN, MAX 

50.380, 845.299 

5%, 9434 

50.380, 845,299 

# of BLQ/ALQ Values 

0/0 

N 

6 

MEAN, GEO MEAN 

381.335, 355.488 

SD, SE 

159.8954,65.2770 

MEDIAN 

352.868 

MIN, MAX 

209.009,652.350 

5%, 95% 

209.009,652.350 


Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE; Values listed were normalized by taking the original btomaiker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the rjnanttfication fe.g„ ’<1.234’will be used oa "234’) for the averages across visrta within a subject tint* eliminating al! BLQ/ALQ values for the overal! statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No, 12226-8450 


Tabic 14.2.1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hoot Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 263 of 264) 


Bicmarter: Trans-3-hydroxycoUntae-O-glucuromde [nmol/mg Creatinine') Analytical lab; INBIFQ 


Tlmcpoiiit 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

6 

2 

0.0668 

MEAN, GEO MEAN 

4.796,3.591 

0.031,0.020 



SD, SE 

4.6266, I.8S8S 

0.0339,0.0240 



MEDIAN 

3.582 

0.031 



MIN, MAX 

1171,14.020 

0.007, 0.055 



5%, 95% 

1.271, 14.020 

0.007, 0.055 


tf of BLQ/ALQ Values 

0/0 

(V0 


Week 2 

N 

6 

1 

NA 

MEAN. GEO MEAN 

4.998, 4.431 

0.009, 0.009 



SD, SE 

2.9 163, 1.1906 

NA.NA 



MEDIAN 

4.687 

0.009 



MIN, MAX 

2.318,10.545 

0.009,0.009 



5%, 95% 

2.318,10.545 

NA,NA 


S> of BLQ/ALQ Values 

0/0 

Cl/o 


Week 3 

N 

5 


NA 

MEAN, GROMEAN 

4.826,2.324 




SD, SE 

6.5574,2.9326 




MEDIAN 

2.547 




MIN. MAX 

0,609.16.275 




5%, 95% 

0.609,16275 



# of BLQ/ALQ Values 

0/0 



Overall' 

N 

6 

2 

0.0668 

MEAN. GEO MEAN 

4.837, 3.842 

0.032.0.021 



SD, SE 

4.3685,1.7834 

0.0332,0.0235 



MEDIAN 

3.397 

0.032 



MIN, MAX 

2.192, 13.613 

0,008,0.055 



5%, 95% 

2,192, 13.613 

0.008,0.055 



* P-Ya!ue from Wilcox an rank-sum test 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BUJ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as T234*) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 
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RSR 

Prolouul No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2 1-2 

Statistical Comparison Between Smokers and Non-Smokers of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 264 of264) 

Biomarkerr Trana-3-hydroxycoilninc-O-Klucuronide ((mrrol/rog Creatinlneycigarette per day) _ Analytical Lab: INBtFO _ 

Timepoint _ Statistic ___ Smokers _ Nou-Srookera _ P-valuc 1 


Week 1 

N 

6 


MEAN, GEO MEAN 

11.265,02219 


SD.SE 

0.2168.0.0885 


MEDIAN 

0.201 


MIN, MAX 

0.119,0.701 


5%, 95% 

0.119,0.701 


# of BLQ/ALQ Values 

0/0 

Week 2 

N 

6 


MEAN, GEO MEAN 

0.378,0.336 


SD, SE 

0,1636, 0.0668 


MEDIAN 

0.449 


MIN, MAX 

0,116, 0.527 


5%, 95% 

0.116, 0.527 


# of BLQ/ALQ Values 

0/0 

Week 3 

N 

5 


MEAN, GEO MEAN 

0.344,01213 


SD.SE 

0.3074,0-1375 


MEDIAN 

0336 


MIN, MAX 

0,034, OS 14 


5%. 95% 

0,034. Q.814 


# of BLQ/ALQ Values 

0/0 

Overall" 

N 

5 


MEAN, GEO MEAN 

0.321,0.278 


SD.SE 

0.1946, 0.0795 


MEDIAN 

01293 


VON, MAX 

0.118,0.681 


5%, 95% 

0.118,0.681 


NOTE: Value* listed were normalized by taking the original blomarker and dividing It by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across sublecta. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (c.g„ *<I,234’wilIt>cuaedaa ’1,234} for the averages across vjsita within a subject thus eliminating, all BLQ/ALQ values for the overall statistics. 
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t • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by Timepoitrt and Overall 

(Page 1 of 8) 




Biomaiker Acetonitrile InLtl (a)20 “C and 1 atm )_ Analytical Lab: Madison 


Timcpoint _ Statistic _ Smokers _ Non-Smokers _P-value* 


Week t 

N 

50 

65 

0,0020 


MEAN, GEO MEAN 

12771.286,2830.905 

23024.374, 9604.280 



SD, SE 

16174.6257,22S7.4375 

20647.3178.2560.9846 



MEDIAN 

7559.747 

19298.217 



MIN, MAX 

27.047, 61266.718 

27.047,90418.051 



5%, 95% 

27.047,43336.359 

V2.902, 54497,37Q 


# of BLQ/ALQ Values 

3/12 

2/0 


Week 3 

N 

46 

65 

0.0003 

MEAN, GEO MEAN 

14740.147,4167.738 

25525.906,16294.636 



SD, SE 

15322.4372,2259.1701 

15334.1170,1901.9631 



MEDIAN 

11061267 

25973.434 



MIN, MAX 

27.047,55212.198 

27.047. 64440.436 



5%, 95% 

360.626,41797.811 

571.554, 48358.890 


P of BLQ/ALQ Values 

1/14 

1/0 


Week 6 

N 

42 

65 

<0001 

MEAN, GEO MEAN 

13484.527,3570.907 

25638.963,17780.694 



SD, SE 

15300.2649,2360.882! 

13884.4733,1722.1570 



MEDIAN 

6200.319 

28505.088 



MIN, MAX 

27,047, 57117.622 

143.554, 58955.534 



5%, 95% 

360.626,38261,231 

2225.726,46880.251 


tt of BLQ/ALQ Values 

2/12 

Q/0 


Overall' 

N 

50 

6$ 

<.0001 

MEAN, GEO MEAN 

14217.256,5394,281 

24729.748,21455.756 



SD, SE 

13608,7604,1924.5694 

11459.6009,1421,3586 



MEDIAN 

13301.411 

242S3.147 



MIN, MAX 

138.408, 61266.7)8 

2561.353, 52452.649 



5%, 95% 

249.433,41598.061 

6272.987,39744.215 



" P-value from Wilcoxon rank-sum teat. . 

’ Overall values calculated by first averaging the results acmss visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *3.234' will be used as 12341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers ofExhalate Biomarkere of Exposure by Thnepoint and Overall 

(Page 2 gf 8) 


Bio marker Acetonitrile (nmpl/j.) Analytical Lab: 


TimeDomt 

Statistic 

Smokers 

Non-Smoker 


Week 1 

N 

50 

65 

0.0020 

MEAN, GEO MEAN 

530.898, 117.677 

957.116,399.243 



SD.SE 

672.3739,95.0880 

858.3023,106.4593 



MEDIAN 

314,257 

802721 



MIN, MAX 

1.124, 2546.837 

1,124, 3758.649 



5%. 9534 

1-124, 1801.478 

3.862, 2265.438 


# of BLQ/ALQ Values 

3/12 

2/0 


Week 3 

N 

46 

65 

oofxn 

MEAN,GEO MEAN 

612.743, 173 250 

1061.103,677.359 



SD, SE 

636.9487,93.9130 

637.4342,79.0640 



MEDIAN 

459.814 

1079.707 



MIN, MAX 

1.124,2295.153 

1.124, 2678.768 



5%, 95% 

14.991. 1737.521 

23.759,2010.263 


# of BLQ/ALQ Values 

1/14 

1/0 


Week 6 

N 

42 

65 

<■0001 

MEAN, GEO MEAN 

560.547, 148,439 

1065.803,739.139 



SD, SE 

636.0270, 98.1411 

577.1730,71.5895 



MEDIAN 

257.745 

1184.947 



MIN, MAX 

1.124,2374.361 

5.965, 2450.762 



5%, 95% 

14.991,1590507 

92.523, 1948.797 


# of BLQ/ALQ Values 

2/12 

0/0 


Overall* 

N 

50 

65 

<0001 

MEAN, GEO MEAN 

591,007,224.238 

1028.007, 391.909 



SD.SE 

565.7117,80.0037 

476.3719, 59.0867 



MEDIAN 

552,934 

1009.442 



MIN, MAX 

5.753.2546.837 

106.475,2180.439 



5%, 95% 

10.369,1729.218 

260.766, 1652.154 



* P-Ytiue from Wflcoxon rank-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does no; apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *1.234‘will be used as '1.2343 Sir the averages across vititawithto a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers ami Non-Smokers of Exhalate Biomarkers of Exposure by Timepoinr and Overall 

(Page 3 of S) 

Biomarker: Acetonitrile (fnUL t<?t20 ‘C and 1 atmycigaiette per day) _ Analytical Lab: Madison _______ 


Tiroepoint Statistic_ Smokers _ Non-Smokers _P-value* 


Week I 

N 

50 

NA 


MEAN, GEO MEAN 

1086236, 217.463 



SD, SE 

2682.8000, 379.4052 



MEDIAN 

546.023 



MIN, MAX 

1.378, 18842.877 



5%, 95% 

2.254.2802.105 



ft of BLQ/ALQ Values 

3/12 


Week 3 

N 

46 

NA 


MEAN, GEO MEAN 

1430.704,332.223 



SD, SE 

2317.4116,341.6837 



MEDIAN 

833.470 



MIN, MAX 

1.803. 13126227 



5%. 95% 

18.031,5639.894 



Hof BLQ/ALQ Values 

1/14 


Week 6 

N 

42 

NA 


MEAN, GEO MEAN 

1495.642,267.395 



SD, SE 

3294.4494,508.3446 



MEDIAN 

378.483 



MIN. MAX 

1.352,19039.207 



5%, 95% 

14.425,5729.977 



Hof BLQ/ALQ Values 

2/12 


Overall* 

N 

50 

NA 


MEAN, GEO MEAN 

1355.640,435.265 



SD, SE 

1920.0254,271.5326 



MEDIAN 

877.738 



MIN, MAX 

6.920,11017.118 



5%, 95% 

15.627,4456.056 



NOTE: Value* listed were normalized by taking rite original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week, 

' P-value from Wilcoxon rank-sutn test. 

‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/A1Q values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exltalate Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 8) 


Biomaiker: Acetonitrile l(nniol l LVcisaiettc per day) _ Analytical Lab: Madison 

Timepoim _ Statistic _ Smokers _ 


Non-Smokers 


P-value* 


Week ! 

N 

50 


MEAN, GEO MEAN 

45.154,9.039 


SD. SE 

111.5231, 15.7717 


MEDIAN 

22.698 


MIN, MAX 

0.057, 783.292 


S%, 95% 

0.094, 116.483 


# of BLQ/ALQ Values 

3/12 

Week 3 

N 

46 


MEAN, GEO MEAN 

59.474,13.812 


SD, SE 

963340, 142037 


MEDIAN 

34.647 


MIN, MAX 

0 075, 545.653 


5%, 95% 

0.750, 234.449 


» of BLQ/ALQ Values 

1/14 

Week 6 

N 

42 


MEAN, GEO MEAN 

62.173,11.116 


SD, SE 

136.9492,21.1317 


MEDIAN 

15.734 


MIN, MAX 

0.056, 791.454 


5%, 95% 

0.600, 238.193 


# of BI.Q/AT.Q Values 

2/12 

Overall' 

N 

50 


MEAN, GEO MEAN 

56.354,18.095 


SD, SE 

79-8149, 11.2875 


MEDIAN 

36.487 


MIN, MAX 

0288,157.978 


5%, 95% 

0.6.50, 185.237 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the Original biomarier and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-vaJue from Wilcoxon rank-sum teat 

■ Overall values calculated by fust averaging the results across visits witim a subject, then calculating the descriptive statistics across subject! Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
ofthe quantification (e.g., N1.234'will be used as'1.234} fur the averages across visits within a subject thus eliminating all BLQ/ALQ values for tbe overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.1-3 

Statistical Comparison Between Smokes and Non-Smokes of Esbalate Biomaikere of Exposure by Tiroepojnt and Overall 

(Page 5 of 81 


Biomaikcr: Acetonitrile (n q /ml.l Analytical Lab: Madison _ 

Rroepoint Statistic . ~ ~ Smoked ~ ~ Non-Sinokes 


Week 1 

N 

MEAN, GEO MEAN 

SD, SE 
median 

MIN, MAX 

5% 95% 

ft of BL.Q/ALQ Values 

50 

3541422.49,784991.78 

4485153.910,534296.549 

2096285.14 

7500.00, 10988995.62 

7500.00, 12016985.39 

3/12 

65 

6384559.49,2663225.25 

5725412.124,710149.973 

5351312.21 

7500.00,25072535.47 

25761.32, 151118S3.45 

2/0 

0.0020 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

SofBtQfALQ Values 

46 

4087379.02,1155695.46 
4248845,728,626458.126 

3067241.42 

7500.00,1331D104226 

100000.00,11590352.68 

1/14 

65 

7078223.49,45! 8431,88 

4252084.490, 527406.171 

7202321.10 

7500.00, 17869054.85 

158489.34,13409711.46 

1/0 

0.0003 

Week 6 

N 

mean, geo mean 

SD, SE 

MEDIAN 

MIN, MAX 

JW, 95% 

ft of BLQ/ALQ Values 

42 

3739201.06,990196.87 

4242697.448, 654662.429 

1719321.63 

7500.00, 15838470.03 

100000.00,1060967423 

2/12 

65 

7109573.85,4930509.83 

3850104.529, 477546.693 

7904337.84 

39806.96, 16348115.24 

617184.22.1299969134 

0/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

SO 

3942383.60,1495810.65 

3773650.566, S33674.781 

3688423.85 

38379.95, 16988996.62 

69166.67,11534962.73 

65 

6857452328,5949588.46 

3177697.892,394144.915 

6733611.88 

710251.93,14544893.17 

1739472.33, 11020899.43 

<.0001 


’ P-v*lue (torn Witeocon rant-sum lest ' " " ~ " “ --■——.. .- ■ 

Overall values calculated by first evertgiufi it* result* act oss visits widiiu a subject, then calculnring the descriptive statistics across subjwls. Count of BLQ/ALQ values does not apply as the 3LQ/ALQ values were converted to the limit 
of tfe cjiitttiftc&tian '< 1 214' will be used as T .214) for the Kvcragcs scrota visits within * subject thus eliminating all BLQ/ALO values fbr rite overall statistics. 


Final Draft: 22 October 2003 


Page 664 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438634 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14_2 1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkere of Exposure by Timepoint and Overall 

(Page 6 of 8) 


Biornarket; Acetonitrile ((ng/niL)/cigarette per day) _ Analytical Lab. Madison _ 

Timepoitit _ Statistic _ Smokcre _ Npn-Smoketre _ P-value* 


Week 1 

N 

50 

NA 


MEAN. OEO MEAN 

301208.44,60301.04 



SD.SE 

743928.886,105207.432 



MEDIAN 

151409.90 



MIN, MAX 

381.99,5225048.61 



5%, 95% 

625.00,777011.51 



# of BLQ/ALQ Values 

3/12 


Week 3 

N 

46 

NA 


MEAN, OEO MEAN 

396728.13,92124.35 



SD,SE 

642608.244,94747.417 



MEDIAN 

231117.50 



MIN, MAX 

500.00,3639846.15 



5%, 95% 

5000,00, 156391826 



# of BLQ/ALQ Values 

1/14 


Week 6 

N 

42 

NA 


MEAN, GEO MEAN 

414735.01,74148.18 



SD.SE 

913536.611,140961.759 



MEDIAN 

104951,71 



MIN. MAX 

375.00,5279490,01 



5%, 95% 

4000.00, 1588897.93 



# of BLQ/ALQ Values 

2/12 


Overall' 

N 

50 

NA 


MEAN, GEO MEAN 

375913,22,120697.61 



SD.SE 

532414.763, 75294.818 



MEDIAN 

243392.79 



MIN, MAX 

1919.00,3054999.42 



5%, 95% 

4333.33, 1235645.07 



NOTE: Values listed were normalized by taking the original biomarier and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum tea, 

' Overall values calculated by first averaging the reauila across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., N1 . 234 " will be used as '1.234') fbrthe averages across visits witlun a subject thus eliminating all BLQ/ALQ values fertile overall statistics. 
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PM3006438635 



RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 8) 


Biomarker. Carbon monoiide (ppm) 

Analytical Lab: CRF 


Titnepoiitt 

Statistic 

Smokers 

Non-Smoker 

Week! 

N 

50 

65 

MEAN, GEO MEAN 

263,22.5 

5.7, 5.5 


SD. SE 

14.89.2.11 

1.35, 0.17 


MEDIAN 

23.5 

5.7 


MIN, MAX 

7.8,71.4 

3.6,9.6 


5%, 95% 

8.6,54.7 

3.7.8.1 

# of BLQ/ALQ Values 

(V0 

0/0 

W ft* 2 

N 

49 

65 

MEAN, GEO MEAN 

24.5, 20.3 

5.1, 4.7 


SD, SE 

15.54,2.22 

1.60,0.20 


MEDIAN 

21.2 

52 


MIN, MAX 

4.5, 88.9 

03,9.6 


5%, 95% 

6.7,50.1 

32,7.7 

U of BLQ/ALQ Values 

(VO 

0/0 

Week 3 

N 

46 

65 

MEAN, GEO MEAN 

26.3,22,3 

52, 4.9 


SD, SE 

14.50,2.14 

1.65,0.20 


MEDIAN 

23.7 

5.2 


MIN, MAX 

5 3,62.2 

0.3, L0.6 


5%, 95% 

7.2,55.1 

32, S3 

» Of BLQ/ALQ Values 

am 

0/0 

Week6 

N 

42 

a 

MEAN, QEO MEAN 

29.2,25.0 

6.2, 5.6 


SD, SE 

14.61,2.25 

2.44,0,30 


MEDIAN 

27.0 

5.8 


MIN, MAX 

4.0, 70.5 

0.4,13.8 


5%, 95% 

10.0,51.1 

3.6,11.6 

# Of BLQ/ALQ Values 

Ml 

0/0 

Overall* 

N 

50 

65 

MEAN, GEO MEAN 

26.2,22,5 

5.6 ,55 


SD, SE 

14.18,2.00 

1.17,035 


MEDIAN 

22.1 

5.3 


MIN, MAX 

5.9,66.0 

33,8.6 


5%, 95% 

9.5,49.2 

3.7, 7.8 


P-value* 


<.0001 


<■0001 


<.0001 


<0001 


<0001 


' P-vahie from Wilccxon rank-sum test. 

’ Overall values calculated by first averaging the result* across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g, ’<1.234'will be used as 'lJMI for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438636 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.1-3 

Statistical Comparison Between Smokers and Non-Smokers of Exhalate Biomarkere of Exposure by Timepoint and Overall 

(Page 8 of 8) 


Bicmarktr: Carbon monoxide (Ippmj/cigarette per day! _ Analytical Lab: CRF 

Timepoint _ Statistic _ Smokers _ Nun-Smokers _P-value* 


Week 1 N 50 

MEAN, GEO MEAN 22, 1.7 

SD, SE 2.26,0.32 

MEDIAN 1.6 

MIN, MAX 0.5,14.3 

5%, 95% 0.6,5.0 

if of BLQ/ALQ Values 0/0 

Week 2 N 49 

MEAN, GEO MEAN 2.3,1.6 

SD, SE 3.16,0.45 

MEDIAN 1.5 

MIN, MAX 0.5,22.1 

5%, 95% 0.7,4.9 

# of BLQ/ALQ Values 0/0 

Week 3 N 46 

MEAN, GEO MEAN 2.1,1.8 

SD, SE 1.66,0.25 

MEDIAN 1.7 

MIN, MAX 0.6,11.0 

554,95% 0.8,5.2 

# of BLQ/ALQ Values 0/0 

Week 6 N 42 

MEAN, GEO MEAN 2.8,1.9 

SD, SE 5.31,0.82 

MEDIAN 1.8 

MIN, MAX 0.6,35.3 

534 95% 0.9,6.8 

# of BLQ/ALQ Values 0/0 

Overall’ N JO 

MEAN, GEO MEAN 23,1.8 

SD, SE 2.83,0.40 

MEDIAN 1.8 

MFN, MAX 0.6,20.7 

5%, 95% 0.8,5.1 


NA 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes (bund in question 4 of (be weekly survey for the corresponding week. 

* F-value from WEcoxon rank-sum test 

' Overall values calculated by first averaging the results across visits wftliln a subject, then calculating the descriptive statistic? across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the Emit 
of the quantification (e.g., VI,234’will be used as ’1.234} for the average* across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Btomarkers of Exposure by Timepoint and Overall 

{Page I of 9) 


Qirimarker: Carfaoxv hemoglobin (% saturation ! Analytical Lab: CCLS 

Gender Timepoint 



Smokers 



Non-Smckeis 


Statistic 

AM 

PM 

P-vitue* 

AM 

PM 

P-value* 

Female Week. I 

N 

24 

s 

0.7938 

23 

12 

0.5293 


MEAN, GEO MEAN 

4,3,3.3 

4.9,3.4 


0.3,02 

03,03 



SD,SE 

2 85, OrSB 

3.84,1.36 


0.09,0.02 

0.05.0.02 



MEDIAN 

3.2 

4.5 


0.3 

03 



MIN, MAX 

0.8,11.3 

0.9,11.4 


0.3,0.7 

03,05 



5%, 95% 

0.9,8.9 

0.9,11.4 


02,0.4 

03,05 



tt of BLQ/ALQ Values 

0/0 

0/0 


18/0 

9/0 


Week 2 

N 

22 

9 

02 S3 8 

27 

8 

0.S869 


MEAN, GEO MEAN 

4.4, 3.1 

3.5.22 


02,0.3 

02,02 



SD, SB 

3.33,0.71 

2.99,1.00 


0.05,0.01 

0.07,0.03 



MEDIAN 

4.7 

2.6 


0.3 

0.3 



MIN. MAX 

0.3, 13.3 

0.3,9.8 


02,0.5 

0.3,05 



5%, 95% 

0,6, 10.1 

0.3,9.8 


02,0.4 

0.3,05 



# ofBLQ/ALQ Values 

1/0 

1/0 


23/0 

7/0 


Week 3 

N 

24 

5 

02143 

28 

1 

0.0468 


MEAN, GEO MEAN 

5.0.4.1 

3.7,2-7 


0.4,0.4 

0.7,05 



SD, SE 

2.70, 0.55 

3.19,1.43 


0.43,0.08 

0,81,031 



MEDIAN 

4.3 

3,1 


02 

0.4 



MIN, MAX 

0.3,9.7 

0.7,9.1 


0.3,2.2 

0.3,25 



5%, 95% 

1.3,9.3 

0.7,9.1 


02, 1.6 

03,2.5 



# of BLQ/ALQ Vetoes 

0/0 

0/0 


20/0 

2/0 


Week 6 

N 

22 

6 

0.6340 

30 

5 

0.0544 


MEAN, GEO MEAN 

4.7, 3,9 

4.3,2.4 


04.0.3 

05,0.4 



SD, SE 

2.41,0,51 

3.91,1.60 


0,21,0.04 

0.18,0.1W 



MEDIAN 

4,7 

3.4 


02 

0.4 



MIN, MAX 

04,9.8 

0.3,9.2 


03, 13 

03,0.7 



5%, 95% 

1.0,8,2 

02,9.2 


0.3. 0.S 

03,0.7 



# of BLQ/ALQ Value* 

0/0 

1/0 


21/0 

1/0 



NOTE: AM refers to biomarker collection before noon, PM refers to biorarker collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 9) 


Rirtmarker CflrhQivhemoeVohln (% saturation) Analytical Lab. CCLS ____ 




Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-vabe' 

AM 

PM 

_P-valut* 

Male Week I 

N 

10 

8 

0.7895 

20 

10 

0.7820 


MEAN, GEO MEAN 

4.9,3.4 

3.7, 3.1 


05,0.4 

05.0.4 



SD, SB 

4.10,1,30 

2.16,0.76 


0.21,0.05 

0.20,0.06 



MEDIAN 

4.1 

3.5 


0.4 

0.4 



MIN. MAX 

0,3, 14.8 

0.9,7,9 


03, 1.0 

OX O.R 



5%, 95% 

0.3, 14.S 

0.9,79 


0.3, 0.9 

03,0.8 



# of RT-Q/ALQ Value* 

1/0 

0/0 


7/0 

5/0 


Week 2 

N 

12 

6 

0.8883 

24 

6 

0.7107 


MEAN, GEC MEAN 

3.7, 2.6 

3.8,3.0 


0.4,0.4 

05,0.4 



SD,SE 

2.77,0.80 

2.79,1.14 


0.1S, 0.04 

0.35,0.14 



MEDIAN 

3.0 

3,5 


0.3 

0.3 



MIN. MAX 

0-3, 8,6 

If), 8.4 


03,0.9 

03,1.1 



5%, 95% 

0.3.8,6 

1.0, 8.4 


03,0.8 

03,1.1 



# of BLQ/ALQ Values 

1/0 

ora 


14/0 

3/0 


Week 3 

N 

13 

4 

0.8207 

23 

7 

0.S679 


MEAN, GEO MEAN 

45,3,1 

5.5,4.3 


05,0.4 

0.4, 0.4 



SD, SE 

3.47,0.96 

4.08,2.04 


053,0.11 

0.17,0.06 



MEDIAN 

3,8 

4.8 


0.3 

03 



MIN, MAX 

0.3.11,3 

1.8.10,5 


03,2.8 

03,0.7 



5%. 95% 

0,3,11,3 

1.8,10,5 


03,1.0 

03,0.7 



# of BLQ/ALQ Values 

1/0 

0/0 


13/0 

3/0 


Week 6 

N 

9 

4 

0.3961 

24 

6 

0.1665 


MEAN, GEO MEAN 

5.5,3.6 

35,3.1 


0.4,04 

0.6,05 



SD, SB 

4.02, 1.34 

1.87,0.94 


0.16,0.03 

0,31,0.13 



median 

4.5 

3.3 


0.3 

05 



MIN, MAX 

0.3, 13,9 

15,5.8 


03,0.9 

03,1.1 



5%, 95% 

0.3.13.9 

15,5.8 


03,0,7 

0.3, 1.1 



# of BLQ/ALQ Values 

I/O 

0/0 


10/0 

2/0 



* P-value from Wilcoxon rank-sum test 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 


Statistical Comparison 

BiomarkenCarboiyhemoglobin {% saturation: Analytical Lab:CC.LS 

Between AM and PM for Smokers and Noti-Siuokers of Selected Biomarkers of Exposure by Tiroepoint and Overall 
(Page 3 of 9) 



Gender Timepoinl 



Smokers 



Non-Smokcis 


Statistic 

AM 

PM 

P value* 

AM 

PM 

P-Y&lue* 

Overall Week 1 

N 

34 

16 

0.95S5 

43 

22 

0.9400 


MEAN, GEO MEAN 

4.5,3.3 

4.3,33 


04,0.4 

04,0.4 



SD,SE 

3.21,0.55 

3.08,0.77 


0.17,0.03 

0.16,0.03 



MEDIAN 

3.7 

4.2 


0.3 

0.3 



MIN, MAX 

0.3,14.8 

0.9,114 


03,1.0 

03,0.8 



5%, 95% 

0.8,11.3 

0.9,11.4 


03,0.7 

03,0.7 



# of BLQ/ALQ Values 

1/0 

o/u 


25/0 

I4AJ 


Week 2 

N 

34 

15 

0.5875 

51 

14 

0.8503 


MEAN, GEO MEAN 

42,2.9 

3.6,23 


04,0.3 

0.4,0.4 



SD.SE 

3.12,0.54 

2.81,0.73 


0.13.0.02 

0.24,0.07 



MEDIAN 

3.6 

2.6 


0.3 

0.3 



MIN, MAX 

0.3, 13.3 

0.3,9.8 


0.3,0.9 

0.3,1.1 



5%, 95% 

0.3,10.1 

0.3,9.8 


0.3,0.7 

0.3, 1,1 



# Of BLQ/ALQ ValuaB 

2/0 

1/0 


37/0 

10® 


WeekB 

N 

37 

9 

0.4974 

51 

14 

0.1438 


MEAN, GEO MEAN 

4.8.3,7 

4.5.33 


05,04 

0.6.0.4 



SD, SE 

2.96,0.49 

3.49, 1.16 


0.48.0.07 

0.58,0.16 



MEDIAN 

4.1 

3.1 


03 

0.4 



MIN. MAX 

0.3,11.3 

0.7, 10.5 


03,2.8 

0.3,2.5 



5%, 95% 

03, 10.4 

0.7,10.5 


03,1,5 

0.3,2.5 



# of BLQ/ALQ Values 

1/0 

an 


33/0 

S/0 


Week6 

N 

31 

10 

0.3387 

54 

11 

0.0194 


MEAN, GEO MEAN 

4.9,3.8 

4.0,2.7 


04, 04 

0.5,03 



SD, SE 

2,92,0.52 

3.14, 0.99 


0.19.0.03 

0:25,0.08 



MEDIAN 

4.5 

33 


03 

(J,4 



MIN, MAX 

0.3,13.9 

03,9,2 


0.3,1.3 

0.3,1.1 



5%, 95% 

0.4,9.8 

03,9.2 


0.3, 0.8 

0.3, I.I 



# of BLQ/ALQ Values 

1/0 

1/0 


31/0 

3/0 



NOTE: AM refers to biomariter collection before noon, PM refers to btomarker collection at noon Dr after, 
“ P-vahte from Wilcaxon rank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkets of Exposure by Timepoint and Overall 

(Page 4 of 9) 



Female 

Week) 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLQ/ALQ Values 

24 

9197.406,1311.823 

13705.8829,2797.7016 

439.902 

27.047,59118.236 

27.047, 22265.091 

3/8 

8 

16781.718,3342768 
19269.0303,6812.6310 
7976.816 

360.626,43336,359 
360.626,43336359 

0/4 

0-3592 

23 

22989.985,9938.599 

19137.6796,3990.4821 

25182.623 

67,737, 54497.370 
671.507,51712,349 

0/0 

12 

38431.551,21016.813 
27084.6769,7818.6727 
37326.402 
117.403,90418.051 
117.403,90418.051 

0/0 

0.1220 


Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 ofBLQ/ALQ Values 

24 

10294.955,2054.833 

13820.7579,2821.1504 

722.772 

27.047, 49546.042 
360.626, 32770.330 

1/11 

5 

8400.828,1671.098 

13842.1107,6190,3801 

360.626 

360.626, 32326.622 
360.626,32326.622 

0/3 

0.8064 

28 

27303.463,20657.012 
14080.9775,2661.0546 
28995.329 
703.834,51460.152 
2753207, 44229.194 

0/0 

7 

36892.985, 33259.160 
18550.9475,7011.5991 
31028.322 

17025.081, 64440.436 
17025.081,64440.436 

0/0 

0,3753 


Week S 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

22 

9807.737.2250.643 

12195.4292,2600.0742 

2276.319 

27.047, 37095.541 

360 626, 32905.616 

1/9 

6 

10016.216,1000.994 
15074.6975, 6562.4678 
360.626 

27.047,38261231 

27.047,38261231 

1/3 

0.5795 

30 

26894.960,20724.486 

13112.2031,2393.949* 

29198,741 
285.948,58955.534 
3549.774, 42384.015 

tvo 

5 

27731.250,26969.413 

7200.1256,3219.9940 

29717,322 

20243.545,37028299 
20243.545,37028.299 

0/0 

LOOM 


NOTE: AM refers to biomajker collection before noon. PM refers to btomarker collection nt noon or after, 
" P-value ftom Wilcoxon tank-sum test. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers anti Non-Smokers of Selected Biomarkers of Exposure hy Timepomt and Overall 

(Page 5 of9) 


Biomarker: Acetonitrile (nL/L (n)L\s "C anrJ I itm| Analytical Lab: Madison 





Smokers 



Ncrn-Smokers 


Gender 

Timepoint 

Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-valne’ 

Male 

Week! 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Value* 

10 

16904.230,8326.873 
20277.1984,6412.2131 
8240.636 

1283.024,61266.718 
1283.024, 61266.718 
m 

8 

14316.314,6254.584 
14995.5085,5301.7129 
9172.766 

278.352, 38265.077 
278352, 3B265.077 

0/0 

0.7558 

20 

17097.365,7162.784 

15793.3208,3531.4939 

12584.867 

27.047,48597.939 

59 975,47313.460 

1/0 

10 

16468 872,6236.335 
16455.2281,5203.6000 
8762.168 

27.047, 49048.904 
27.047, 49048.904 

1/0 

0.8603 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MEN, MAX 

5%, 95% 

ti of BLQ/ALQ Values 

13 

26388.561. 16738.102 
15238.0199,4226.2663 
29314.866 

149.199, 55212,198 
149.199,55212.198 
(V0 

4 

11478.097,9917.405 

6763,4827,3381.7413 

10610.769 

4330.705,20360.146 

4330.705,20360.146 

0/0 

0.0793 

23 

19812.928,11507.278 
13098.5933,2731.2455 
19087.935 
189.826,41703.996 
555.984, 37842,197 

0/0 

7 

25819.812,9693.183 
18759,8474.7090.5558 
22947.667 
27.047,48358.890 
27.047, 48358.890 

1/0 

0.5238 


Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

10 

19910.429,13629.841 
16156.1257,5109.0155 
18654.588 

1827.506, 57117.622 
1827.506, 57117.622 

04) 

4 

22844.579,10705.685 
23809.0191,11904.5095 
19767.097 

2668.716,49175.407 

2668.716,49175.407 

0/0 

1.0000 

24 

24644,697,16418.958 
14596.3978,2979.4772 
26642.053 

143.554,47862.018 
2225.726,46880.251 
[VO 

6 

21592,468,8033.725 
20263.5199,8272.5473 
19428,599 
178.106,49916584 
178.106,49916.584 
(V0 

0.6974 


NOTE: AM refers to biomarker collection before noon, PM refers to Momarker collection at noon or after. 
’ P-vnlue from Wilcoston rank-sum test. 
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Protocol No. PM-8450 
CovanceCRU Study No. 52226-8450 


TABLE 14.2, i-4 

Statistic?) Comparison Between AM and PM for Smokes and Non-Smokcra of Selected Biomarkers of Exposure by Timepoint and Overall 

(PagrboF9) 


Biomarirer: Acetonitrile <<|L/L f,2n »Cand t mat) _ Analytical Lab. Madison 


Smokers __ __Nra-Smokcrs 


Gender 

Timepoint 

Statistic 

AM 

PM 

F-value* 

AM 

PM 


Overall 

Week! 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

554,95*/. 

# ofBLQ/ALQ Values 

34 

11464. H 9,2259.103 
15992.7265.2742,7300 

2817.508 

27.047, 61266,718 

27.047,59118.236 

3/S 

16 

15549.016, 4572.485 
16728,0971,4182.0243 
9172.766 

278.352,43336.359 
278.352,43336.359 

0/4 

0.4829 

43 

20249.232,8534.252 
17706.6862,27002443 
16827.867 

27.047,54497.370 
92.902,50115.663 

1/0 

22 

28448.515, 12098.504 

25011.8052,5332,5348 
27302.458 

27,047, 90418.051 
117,403,74719.1*7 

1/0 

02386 


Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

WIN, MAX 

SK, 95% 

#ef BLQ/ALQ Values 

37 

15949.465,4293.712 

16127.7100,2651.3792 

14371.511 

27.047, 55212.198 

149 199,49646.042 

1/11 

9 

9768.503,3687.513 
10751,1263,3583.7088 
8593.639 

360.626,32326.622 

360.626,32326.622 

0/3 

0.5092 

51 

23925.378,15866,301 
14026.0527,1964.0402 
25973.434 
189.026,51460.152 
571.554,43507.242 

0/0 

14 

31356.399,17955.142 
18822.1847,5030.4405 
28028.074 

27.047, 64440.436 
27.047,64440.436 

1/0 

0.2539 


Weekb 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# ofBLQ/ALQ Values 

32 

12964.&2S, 3951.292 

14112.6511,2494.7878 
8205296 

27.047. 57117.622 

360,62b, 37095.541 

1/9 

10 

15147.561,2582.882 

19400.8827,6135.0978 

2693.765 

27.047,49175.407 

27,047,49175.407 

1/3 

0.9405 

54 

25894.843,1S6S6.737 
13704.2502, J864.9I22 
28847.657 

143,554, 58955.534 
27.7.5.726,46880.251 

0/0 

11 

24382.823, 13931.158 
15372.6860,4635.0392 
28310.649 
178.106,49916.584 
178.106,49916.584 

0(0 

0.7068 


NOTE; AM reftra to Hcmarker collection before noon, PM reftra to biomsrker collection at tsoon or after, 
* P-vabe from Wilcoxon rank-eum test. 
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PM3006438643 



RSR 

Protocol No. PM-8450 

Covan.ce CRU Study No. 12226-8450 


TABLE 14.2,1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 9) 


Biom&rksr. Carbon monoxide (ppofl _ Analytiml Lab. CRF 


Gender Timepoinl 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-value* 

AM 

PM 

P-value 4 

Female Week 1 

N 

23 

9 

0.6751 

23 

12 

0.2026 


MEAN, GEO MEAN 

25.3,21.9 

29.5,24.7 


5.2, 5.1 

6-0,5.8 



SD, SE 

13.98, 292 

1731,5.77 


1.14,024 

1.61,0.46 



MEDIAN 

22.8 

27 2 


4.8 

5.7 



MIN, MAX 

7,8, 66,5 

8.4, 54.7 


3.7, 8.1 

4.0,9.6 



5%, 95% 

9.6, n2 

%A, 54.7 


4.0, 6.9 

4.0,9.6 



it of BLQ/AT.Q Values 

m 

(VO 


(VO 

ora 


Week 2 

N 

22 

9 

0.3723 

27 

8 

0.5818 


MEAN, GEO MEAN 

272,22.4 

20.5,17.2 


4.4,4.3 

4.5,4.2 



SD, SE 

18.64, 3.97 

13,86,4.62 


0.99,0.19 

2.06,0.-/3 



MEDIAN 

23.0 

18.0 


4,4 

3.8 



MIN, MAX 

6.5, 8S.9 

6.7,50.1 


2,2,6.8 

2.1,8.6 



5%. 95V. 

9.3, 55.6 

6.7, 50.1 


3.2, 5.7 

2.1, S.6 



# of BLQ/ALQ Vata 

ora 

ora 


ora 

ora 


Week 3 

N 

24 

5 

0.0885 

29 

6 

0.4433 


MEAN, GEO MEAN 

28.3, 252 

17.1,14.1 


46,4.2 

4.2,4.1 



SD, SE 

12.86, 2.63 

12.46, 5.57 


1.41,0.26 

0.91,0.37 



MEDIAN 

25.4 

16,0 


4,5 

4.1 



MIN, MAX 

5.3, 60.7 

72,38.0 


0.3, 7.4 

3.0,5.5 



5%, 95% 

12.4.45.1 

72,38.0 


3.1, 6.9 

3.0.5.5 



# ofBLO/ALQ Values 

0/0 

ora 


ora 

0/0 


WeekG 

N 

22 

6 

0.5566 

30 

5 

0,7057 


MEAN, GEO MEAN 

30.1,27.9 

26.9,19.4 


52, 4.5 

5.4,5.4 



SD, SE 

11.15, 2.38 

20.87, 8,52 


2.14,039 

0.79,0.35 



MEDIAN 

28.6 

19.5 


4.9 

5.5 



MIN. MAX 

10.1.49.9 

4,0,54.0 


0.4,9.8 

45, 6.5 



5%, 95% 

13.6.47.9 

4.0,54,0 


1.0,9.0 

4.5, 6.5 



# of BLQ/ALQ Values 

0/0 

ora 


ora 

IV0 



NOTE'. AM refers to biomarker collection before noon, PM refers to biomerker collection at noon or alter. 
* P-value from Wilcoxou rank-sum test. 
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PM3006438644 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


TABLE 14.2.1-4 


Biomarkei; Carbon monoxide (ninn) 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkeis of Exposure by Timepoint and Overall 

(Page 8 of 9) 

Analytical Lab. CRF 






Smokera 



Non-Smokers 


Gender Timepomt 

Statistic 

AM 

PM 

P-vaiue* 

AM 

PM 

P-vatue" 

Male Week 1 

N 

11 

7 

0.9278 

22 

g 

0.4524 


MEAN, GEO MEAN 

27.0,22.8 

24.2,21,8 


6.1, 6,0 

5.5,5.3 



SD.SE 

17.63, 5.32 

1234, 4.67 


1.29,0.28 

1.45,0.5! 



MEDIAN 

24.2 

22.0 


6.0 

5.9 



MIN, MAX 

8.6,71.4 

11.6,472 


3.7,9.1 

3.6,7.5 



5%, 95% 

8 6,71 4 

11.6,47.2 


4.5, 8.0 

3.6,7,5 


# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

(VO 


Week 2 

N 

13 

5 

0.4301 

24 

S 

0.2871 


MEAN, GEO MEAN 

24.3,20.4 

19.5,17.6 


5.6,4.9 

6.9,6.7 



SD, SE 

12.87,3,57 

9.48,4.24 


1.47,0.30 

1,97,0,80 



MEDIAN 

21.8 

16.6 


5,9 

6.6 



MIN, MAX 

4.5, 44.1 

9.6, 32.0 


01,7.7 

4.8,9.6 



5%, 95% 

4.5,44.1 

9.6, 32.0 


4.0, 7.5 

4.8. 9.6 


* of BLQ/ALQ Values 

04} 

04) 


0/0 

(V0 


Week 3 

N 

14 

3 

0.9498 

23 

7 

0.4029 


MEAN, GEO MEAN 

25.4,2U 

305,22.9 


6.1,5.9 

6.1, 6.1 



SD, SE 

14.94,3.99 

27.83, 16,07 


1.78,0,37 

0.33, 0.12 



MEDIAN 

23.7 

19.2 


5,5 

6.0 



MIN, MAX 

5.3,55.1 

10.1,62.2 


3.4,10.6 

5.8, 6.8 



5%, 9J% 

53,55.1 

10.1, 622 


4.0,9.4 

5.8,6.8 


# of BLQ/ALQ Values 

0/0 

0/D 


0/0 

0/0 


Week6 

N 

11 

3 

0.7555 

25 

5 

0.6556 


MEAN, GEO MEAN 

30.1,24.9 

24.0,19.5 


7.4, 7.0 

7,1,7.0 



SD, SE 

17,49, 5,27 

19.50, 11.26 


2.66,0.53 

0.94, 0.42 



MEDIAN 

26.1 

14.4 


6.5 

7.0 



MIN. MAX 

5.0,70.5 

11.1,46.4 


4.5,13.8 

6.0, 8.6 



5%. 95% 

5.0,70.5 

11.1,46.4 


4.8, 13,3 

6.0, 8.6 


# of BLQ/ALQ Values 

m 

0/0 


0/0 

0/0 



NOTE; AM refers U) biomarker collection before noon, PM refers to bionmrker collection at noon or after. 
* P-value from Wilcoxon rank-sum test. 
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PM3006438645 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



TABLE 14.2.1-4 

Statistical Comparison Between AM and PM for Smokers and Non-Smokers of Selected Biomarkers of Exposure by Timepoint ami Overall 

(Page 9 of 9) 


Biomarker: Carbon monoxide (ppm) _ Analytical Lab: CRF 


Gender TimeDoint 



Smokers 



Non-Smokers 


Statistic 

AM 

PM 

P-vaIue‘ 

AM 

PM 

P-value* 

Overall Week 1 

N 

34 

16 

0.7948 

45 

20 

0.8086 


MEAN, GEO MEAN 

25.9. 22.2 

273,23.4 


5.6, 5.5 

5.8.5.6 



SD.SE 

15.01, 2.37 

15.10,3.73 


1,29, 0.19 

1.52,0.34 



MEDIAN 

23.5 

23.6 


5.7 

5.7 



MIN, MAX 

7.8,71.4 

84,54.7 


3.7, 9.1 

3.6,9.6 



5%. 95% 

8.6,66.5 

8.4.54.7 


4.0, 8.0 

3.7, 8.9 



# of BLQ/ALQ Values 

0/0 

04) 


0/0 

0/0 


Week 2 

N 

35 

14 

0359(1 

51 

14 

0.6897 


MEAN, GEO MEAN 

262,21.6 

20.3, 173 


5.0,4.6 

5.6,5.1 



SD, SE 

16.58,2.80 

12.10,323 


1.35,0.19 

2.29,0.61 



MEDIAN 

21.8 

17.3 


5.0 

5.3 



MIN. MAX 

4.5, 88.9 

6.7. 50.1 


0.1. 7.7 

2.1,96 



5%, 95% 

6.5,55.6 

6.7, 50.1 


3.2,70 

2.1, 9.6 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

04) 


Week 3 

N 

38 

8 

0.1778 

52 

13 

0.6935 


MEAN, GEO MEAN 

27.2, 23.7 

22.1,16.9 


53,4.9 

5.2, 5.1 



SD, SE 

13-53,2.20 

18.93, 6.69 


1.75,0.24 

120, D.33 



MEDIAN 

25.0 

16.2 


j.i 

5.8 



MIN, MAX 

5.3, 60.7 

7.2,62.2 


03,10.6 

3.0, 6.8 



5%, 95% 

53,55.1 

7.2,62.2 


3.2, 8.6 

3.0, 6.8 



# of BLQ/ALQ Values 

0/0 

M 


0/0 

0/0 


Week6 

N 

33 

9 

0.3658 

55 

10 

0.5789 


MEAN, GEO MEAN 

30.1,26.8 

25.9,19.4 


6,2,5.5 

6.2, 6.1 



SD, SE 

1331,2.32 

1932,6.41 


2.61,035 

1.21,038 



MEDIAN 

28,0 

14.8 


5.7 

6.3 



MIN, MAX 

5.0,70.5 

4.0,54.0 


0.4,13.8 

4.5, 8.6 



5%, 95% 

10.0,49.9 

4.0,54.0 


13,11.6 

4.5, 8,6 



# of BLQ/ALQ Values 

0/0 

m 


0/0 

0/0 



NOTE: AM reftrs to bioirarker collection before noon, PM refers xc biomarker collection at noon or after, 
1 P-value from Wflcoxon rank-sum rest. 


i 
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14.2.2 Comparison Between Smokers and Non-Smokers by Gender 
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PM3006438647 


• • • 

RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14,2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timcpoint and Overall 

(Page 1 of 14) 


Bio marker. Acetonitrile ((nc/nsLV2) Analytical Lab: Madison 





Male 



Female 


Tiineoaint 

Statistic 

Smokers 

Non-Smokers 

P-valUB 11 

Smokfmi 

Non-Smokers 

P-vslue 1 

Week 1 

N 

MEAN, GEO MEAN 

SO, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

ft Of BLQ/ALQ Values 

18 

477.23,333.46 

377.102, 88.884 

312.53 

51.48.1348.61 

51.48.1345.61 

1/0 

30 

171.70, 106.37 

258.462, 47.189 

107.85 

30.00, 1436.84 
30.00,431.13 

8/0 

0.0003 

32 

221.90, 173.46 
248.932, 44.005 

154.60 

66.48, 1500.00 
75.16,386.20 

0/1 

35 

184.61, 90.50 

313.664, 53.019 

88,39 

30.00,1500.00 
30.00,972.68 

8/1 

0.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

436.61,318.33 

360287, 87.383 

285.73 

54.06,1500.00 

54.06,1500.00 

0/1 

30 

164.07,114.31 

143.259,26.155 

112.33 

30.00,688.37 
30.00.371.86 

7/0 

0.0010 

31 

314,55,212.48 

313375, 56284 

17928 

30.00, 1500.00 

48.66. 1002.96 

1/1 

35 

192229,116.73 

201.926, 34.132 

95.44 

30.00, 755.74 
30.00,664.01 

5/0 

0.0154 

Week.! 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

820.39, 583.11 

694.688, 168.487 

429.35 

166.78,2000.00 

166.78, 2000.00 
m 

30 

234.01,153.58 
216.278,39.487 

1.50.45 

30.00.896.92 

30.00,722.48 

6/0 

0.0001 

29 

383.39,251.66 

429.385, 79,735 

239.93 

46.59.2000.00 

67.97, 1389.35 

0/1 

35 

182.84, 118.86 

221.687, 37.472 

109.58 

30.00. 1168.91 
30.00,619.94 

4/0 

0.0014 

Week 6 

N 

MEAN, GEO MEAN 

SD, SR 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

14 

477,27,375.66 

761 951,70.009 

509.88 

31.68,1060.80 

31.68,1060.80 

0/0 

30 

203.58, 125,40 

774 030,40.907 

108.47 

30.00,886.61 

30.00,74435 

6/0 

0.0012 

28 

420.84, 251.72 
485.955,91.837 

173.79 

49.12,1500.00 

97.44,1460.56 

0/1 

35 

242.70, 141,68 
241.581,40.835 

150.96 

30.00,947.36 

30.00, 670.92 

7/0 

0,0731 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

556.01, 49530 

278.491, 65jS41 

472.90 

204.49,1084.24 

204.49,1084.24 

30 

193,34, 167.20 

105.774, 192312 

153,90 

41.94,452.36 

83.94,382.94 

<.0001 

32 

326,87,258.33 

230.694,40.781 

253.44 

82,60,951.72 

85.41,740.98 

35 

200.61,153.31 

157.950, 26.699 

156.31 

30.00,701,92 

40.12, 599.86 

0.0127 


* P-value from Wilcoxon rank-sum lent 

' Overall values calculated by firtt averaging the results across visita within a sntrject, then calculating the descriptive statistics acmes subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ N 1.234’ will be used aa , 1234’| for the average* »cro»« viaits within a subject thus eliminating all BLQ/ALQ valuei for the overall statistic*. 
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PM3006438648 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

!Page2ofl4) 


Bioroarkcn Acetonitrile {(nmol/LV2) Analytical Lab: Madiaon 


Tmwnoint 



MaJe 



Female 


Statistic 

Smokers 

Non-Smoker* 

P-value' 

Smokers 

Ntm-Sroofcera 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
5D.5E 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

13 

11634.8.8129.7 

9193.74,2166.99 

7619.5 

1255.1,32830.4 

1255 1,32830.4 

1/0 

30 

4186.1,25933 

6301.32,1150.46 

2629.3 

731.4, 350302 

731.4, 10510.9 

8/0 

0.9003 

32 

5409.8,4228.9 

6068.97,1072.85 

37692 

1620.8,36570.0 

1832.4,9415.6 

0/1 

35 

4500.7.2206.4 

7647.13. 1292.60 

2154.9 

731.4, 36570.0 

731.4, 23713.9 

8/1 

0.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

10644.6,7760.9 

8783.81,213039 

6966.1 

1318.0,36570.0 

1318.0,36570.0 

0/1 

30 

3999.9.2786.9 

3492.67, 637.67 

2738.5 

731.4,16782.5 

731.4.9065.9 

7/0 

0.9010 

31 

7668.8.5180.2 

7640.09,137220 

4370.8 

731.4,36570.0 

1186.3.24452.2 

1/1 

35 

4688.1,2845.8 

4922.96,832.13 

2326.8 

731.4, 18449.3 

731.4, 16188.6 

S/0 

0.0154 

Wcek3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Value* 

17 

20001,2,14216.3 
16936.49,4107.70 
10467.6 

4066.1,48760.0 
4066.1,48760.0 

0/4 

30 

5705.1,3744.2 

5272.86, 962.69 

3668.0 

731.4.21866.9 

731.4, 17614.1 

6/0 

0.0001 

29 

9347.0, 6135.5 
10468.41,1943.94 

5849,5 

1135.9,48760.0 

1657.1,33872.4 

0/1 

35 

4457.7,2897.8 
5404.72,913.56 

2671.6 

731.4. 28498.0 

731.4, 15114.1 

4/0 

0.0014 

Week 6 

N 

MEAN, GEO MEAN 

SD, SF. 

MEDIAN 

MIN, MAX 

5%, 95% 

ff Of BLQ/ALQ Values 

14 

11635,7,9158.6 

6386.36,1706.83 

12430.9 

772.4,25862,3 
772.4,258623 

0/0 

30 

4963.4, 3057.3 

5461.86, 997.20 

2644.5 

731,4,21615.6 

731.4,18147.3 

6/0 

0.0012 

28 

10260.1,6136.8 

11347,57,2238.98 

4237.0 

1197.5,36570.0 

2375.6,35608.5 

0/1 

35 

5917.0, 3454.2 

5889.73,995.55 

3680.4 

731.4, 23096 6 

731.4, 16357.0 

7/0 

0,0731 

Overall’ 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MJN, MAX 

5%, 95% 

18 

13555.4, 12075,3 

6789.62,1600.33 

11529.4 

49853.26433.8 

4985.5.26433.8 

30 

4713.6, 4076.3 

2578.76, 470.82 

3752.0 

1022.5, 11028.6 

2046.5,9336.2 

c.0001 

32 

7969.0, 6298.0 
5624,31,99425 

6178.8 

2018.6,23202.5 

2082J, 18065.1 

35 

4890.9, 3737.6 
3850.84,650.91 

3810.7 

731.4, 17112.8 

978.1,14624.7 

0.0127 


* P-vahje from Wilcoxon rank-sum teat 


■ Overall values calculated by first averaging the reaulta across vlalta within a subject, then calculating the dwcriptmi statistics across su^cora. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’cl .234’will be used aa 1-2343 fertile averages across visits within a subject thus eliminating all BLQ/ALQ values forlfta overall statistics. 
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PM3006438649 


RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 



Tab Is 14.2.2*1 

Statistical Comparison Bel ween Smokers and Non-Smokers hy Gender of Blood and/or Plasma Biomarkere of Exposure by Timepoint and Overall 

(Page 3 of 14) 


Diomarker. Acetonitrile (Mng/mLV ri gareUe per day)»'2) _ Analytical Lab: Madison 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaIue a 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

38.45, 26.28 



17.29, 13.14 




SD.SE 

31.993,7.541 



16.633, 2.940 




MEDIAN 

33.25 



11.57 




MIN, MAX 

5.47.116.91 



3.39. 88.24 




5%, 95% 

5.47,116.91 



4.18,53.45 




# of BLQ/ALQ Values 

I/O 



0/1 



Week 2 

N 

17 


NA 

31 


NA 


MEAN, GEO MEAN 

40.21,23.17 



27.93, 17.33 




SD,SE 

54.195, 13.144 



34.908, 6.270 




MEDIAN 

25.98 



13.65 




MIN, MAX 

6.76,205.14 



3.93, 174,28 




5%, 95% 

6.76.205.14 



4.11. 100.00 




* of BLQ/ALQ Values 

0.T 



1/1 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

103.43,54.84 



29.62. 18.21 




SD, SE 

112.492, 27.283 



35.7B7. 6.646 




MEDIAN 

35.03 



14.37 




MIN. MAX 

9.05,333.33 



4,25. 158.87 




5%, 95% 

9.05, 333.33 



4.89. 100.00 




# Of BLQ/ALQ Values 

0/4 



0/1 



Week 6 

N 

14 


NA 

28 


NA 


MEAN, GEO MEAN 

41.76,29.28 



50.12, 18.48 




SD, SE 

38.051,10.170 



131.352, 24.823 




MEDIAN 

31.82 



14.19 




MIN, MAX 

3.17,149.45 



4.87,703.19 




5%, 95% 

3.17,149.45 



5.17,127.61 




# of BLQ/ALQ Values 

0/0 



0/1 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

56.35,42.29 



30.71,20.49 




SD. SE 

43.360. 10.220 



44.995. 7.954 




MEDIAN 

40.20 



22.09 




MIN, MAX 

8.68,143.31 



4.35,264.63 




5%. 95% 

8.68,143.31 



7.10.55.99 




NOTE: Values listed were normalized by taking the original biomaikcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-vatue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALO values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’l .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438650 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokera by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 4 of 14) 


i 


t 


Bimriarker; Acetonitrile {((umol/Lycigarein? per day V2) _ Analytical Lab; Madison __ 

_ Male _ _ Female 

Timepoint _ Statistic _ Smokere _ Non-Smokers _ P-value* _ Smokers _ Non-Smokers 


Week I 

N 

18 

NA 

32 


MEAN, GEO MEAN 

937,3,640,7 


421.5, 320.2 


SD, SE 

779.97,183.84 


405.51, 71.68 


MEDIAN 

810.6 


282.1 


MIN, MAX 

133.3,2850.2 


82.7,2151.2 


5%, 95% 

133.3,2850.2 


101.8, 1303.1 


it of BI.Q/AT.0 Values 

1/0 


0/1 

Week 2 

N 

17 

NA 

31 


MEAN, GEO MEAN 

980.3, 564.9 


681.0,422.5 


SD, St 

1321.27,320.46 


851.05, 152.85 


MEDIAN 

633.3 


332.9 


MIN, MAX 

164.7,5001.3 


95.9,4249.0 


5%. 95% 

164.7,5001.3 


100.1, 2438.0 


tt of BLQ/ALQ Values 

0/1 


1/1 

Week 3 

N 

!7 

NA 

29 


MEAN, GEO MEAN 

2521.5, 1337.1 


722.2,443.9 


SD, SE 

2742.59, 665.18 


872.48.162.02 


MEDIAN 

854.1 


350.4 


MIN, MAX 

770.7,817.6,7 


103.6,3873.2 


5%, 95% 

220.7,8126.7 


119.3.2438.0 


# of BLQ/ALQ Values 

0/4 


0/1 

Week 6 

N 

14 

NA 

28 


MEAN, GEO MEAN 

1018.0,713.8 


1221.9,450.4 


SD, SE 

927.67,217.93 


3202.36,605.19 


MEDIAN 

775 9 


345.9 


MIN, MAX 

77.2, 3643.5 


118.8,17143.8 


5%, 95% 

77.2,3643.5 


126.1,3111.1 


# of BLQ/ALQ Values 

0/0 


0/1 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1373.8, 1031.0 


748.7,499.4 


SD, SE 

1057.14, 249.17 


1096.97, 193.92 


MEDIAN 

980.1 


538.5 


MIN. MAX 

211.5.3493.7 


106.1,6451.6 


5%, 95% 

211.5,3493.7 


173.0, 1364.9 


P-value 1 


NA 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original bioniarker and dividing it by the number of cigareties found in question 4 of the weekly survey fur the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as ’1.234’) for the averages across visit s within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438651 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 


Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biumarkere of Exposure by Timepoint and Overall 

(Page 5 of 14) 

Riomarker 3-Aminohlnhenvl-Hb addnct (oa/s heiauirlubln) Analytical Lab: Harrogate_ 

Timeooim 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-vahie* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

30 

<.0001 

31 

35 

<0001 



MEAN. GEO MEAN 

4.79. 3.24 

0.51,0.50 


3.22, 2.43 

0.67,0.57 




SD, SE 

4.325,1.019 

0.022,0.004 


2.592,0.466 

0.692, 0.117 




MEDIAN 

2.88 

0.50 


2.03 

0.50 




MIN, MAX 

0.50,15.03 

0.50.0.62 


0.50, 10.41 

0.50,4.59 




5%, 93% 

0.50,15.03 

0.50.0.53 


0 95, 9 39 

0.50.0.97 




# of BLQ/ALQ Values 

1/0 

27/0 


I/O 

26'0 



Week fi 

N 

14 

30 

<.0001 

28 

35 

<.0001 



MEAN, GEO MEAN 

4.70.3.32 

0.59,0.55 


5.70,2.76 

0.59,0.56 




SD,SE 

3.885, 1.038 

0.385,0.070 


11.736,2.218 

0.292,0.049 




MEDIAN 

3.15 

0.50 


2.70 

0.50 




MIN, MAX 

0.50.12.65 

0.50, 2.46 


0.50, 63.34 

0.50,1.84 




5%. 95% 

0.50, 12.65 

0.50, 1.35 


0.50, 13.54 

0.50.1.45 




# of BLQ/ALQ Values 

1/0 

28/0 


2/0 

31/0 



Overall 

N 

IS 

30 

<.0001 

32 

35 

<■0001 



MEAN, GEO MEAN 

4.62,3.23 

0.55.0.53 


4.26,2.71 

0.63,0.58 




SD, SE 

3.929,0.926 

0.197, 0.036 


5.775,1.021 

0.370, 0,063 




MEDIAN 

2.97 

0.50 


2.36 

0.50 




MIN, MAX 

0.50, 13.35 

0.50, 1 48 


0.50,32.18 

0.50,2.55 




5%. 95% 

0 50, 13.35 

0.50,0.99 


0.81,11.98 

0.50,1.17 




' P-value from Wilcoxon rank-sum test , , , . , _ ,, .. .. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acrass subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to die limit 
of the quantification (e.g., ’<1 234'will be used as '1.2343 for the averages across visits within asubject thus eliminating all BLQ/ALQ values for the overall statistics. 


I 
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PM3006438652 


• • • 

RSR 

Protocol No, PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomatters of Exposure by Timepoint and Overall 

(Page 6 of 14) 


Biomarfcer: 3-Aypjpgbiptenyl-Hb adduct ((pfi/g hcmofilobfnVci^arett^ per day) 


Analytical Lab: Harrogate 


Male 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 



Week 1 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

IS 

0.35,0.25 
0.310,0.073 

0.24 

0.08, 1.17 

0 OR, 117 

1/0 


NA 

31 

0.23,0.19 

0.146,0.026 

0.17 

0,06,0.57 

0,06.0.47 

1/0 


NA 

Week 6 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

#ofBLQ/ALQ Values 

14 

0.45,0.26 

0.670, 0.179 

0.21 

0.06, 2.60 

0.06,2.60 

1/0 


NA 

2S 

1.35, 0.20 

5.945, 1.124 

0.17 

0.03,31.67 

0.05,0.66 

2/0 


NA 

Overall' 

| 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

0.38,0.26 

0.434,0.102 

0.23 

0.07, 1.82 

0.07,1.82 


NA 

32 

0.73,0.22 

2.793,0.494 

0.22 

0.05, 16.01 

0.06,0.57 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found i 
* P-value from Wilcoxon rank-sum lest. 


question 4 of the weekly survey for the corresponding week. 


’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acrass subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234'will he used as "1.734') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438653 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 14) 


Biomatker: 4-AminuljiplienyHlb adduct (pg/K hemo glo bin) Analytical Lab; Harrogate 


Timepoint 



Male 



Eemale 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokcre 

Non-Smokers 


Week 1 

N 

18 

30 

<.0001 

31 

35 

<-0001 

MEAN, GBO MEAN 

45.39,37.62 

6.28,5.66 


28.01,24.04 

8.13,7.35 



SD, SE 

27.734, 6.537 

3.023,0.552 


14.440, 2.594 

4,064, 0.687 



MEDIAN 

38 12 

5.39 


25.56 

6.80 



MIN, MAX 

12.37, 100.50 

2.90, 13.87 


5.35, 67.83 

2.49,23.25 



5%, 95% 

12.37,100.50 

3.12,13.59 


5.37,50.52 

2.95. 17.37 


tf ftPRI .Q/AT Q Values 

0/0 

0/0 


0/0 

0/0 


Week 6 

N 

14 

30 

<.0001 

28 

35 

c.flOOl 

MEAN. GEO MEAN 

44.70,37.31 

8.92, 7.86 


66.16,38.07 

8.71,8.05 



SO, SE 

25.972, 6.941 

5.287, 0.965 


146.613,27.707 

3.907,0.660 



MEDIAN 

41.52 

7.43 


37.53 

7.53 



MrN, MAX 

9.56,97.75 

4.11,27.86 


7.27,808.80 

4.09,22.67 



5%, 95% 

9.56,97.75 

4.31,20.64 


7.32,90.32 

4.36,15.91 


If of BLO/ALQ Values 

0/0 

(TO 


0/0 

0/0 


Overall" 

N 

18 

30 

<.0001 

32 

35 

<0001 

MEAN, GEO MEAN 

43.73,36.74 

7.60,6.81 


44,63,31.28 

8.43, 7.84 



SD, SE 

25.307, 5.965 

3.989, 0.728 


68.194,12.055 

3.697,0.625 



MEDIAN 

41.27 

6.49 


32.62 

7.17 



MIN, MAX 

12.37, 99.13 

3.62,20.87 


6.31,408.68 

4.07,22.96 



5%. 95% 

12.37.99.13 

3.83, 15.04 


6.35, 79.08 

4.71,16.35 


‘-value from Vukoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs nol apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<1.234’will be used as'1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics, 
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PM3006438654 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 8 of 14) 


Biomarker: 4-Aminobtphenyl-Hb adduct ((pg/g hemoglobinycigarene per day) 

Analytical Lab: Harrogate 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

3,96,2.96 



2.12,1.84 




SD, SE 

3.964,0.934 



1.247,0.224 




MEDIAN 

2.86 



1.75 




MrN, MAX 

0.71,18.14 



0.59.6.43 




5%, 95% 

0.71,18.14 



0.90,4 79 




# of BLQ/ALQ Values 

0/0 



0/0 



Week ft 

N 

14 


NA 

28 


NA 


MEAN, GEO MEAN 

5.19,2.91 



16.89.2.79 




SD, SE 

9.231,2.467 



75,953,14.354 




MEDIAN 

2.07 



2.43 




MIN, MAX 

1.08, 36.66 



0.95,404.40 




5%, 95% 

1.08,36.66 



1.29. 6.49 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall" 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

4.26,2.92 



8.66. 2.46 




SD, SE 

5.997, 1.414 



35.599, 6.293 




MEDIAN 

2.63 



1.97 




MIN, MAX 

0.90,27.40 



0.93,203.63 




5%, 95% 

0.90,27.40 



1.16, 6.43 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ATX3 values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< l .234’ will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438655 





RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Tune point and Overall 

(Page 9 of 14) 


Btomarker: Carboxvbemoalobin (% saturation) Analytical Lab: CCLS 

Timepoint 



Male 




Female 


Statistic 

Smokers 

Non-Smokers 


P-value' 

Smokers 

Non-Smokers 

P-value 8 

week I 

N 

18 

30 


<.000! 

32 

35 

<0001 


MEAN, GEO MEAN 

4 4,3.3 

0.5,0.4 



45,3.4 

0,3,0.3 



SD. SE 

3.35,0.79 

0.20,0.04 



3.07,0 54 

(i.08, o.m 



MEDIAN 

4.0 

0.4 



3.8 

0.3 



MIN. MAX 

0.3.14.8 

0.3,1.0 



0.8.11 4 

03,0.7 



5%, 95% 

0.3, 14.8 

0.3,0.8 



0.9,11.3 

03,0.5 



# of BLQ/ALQ Values 

1/0 

12/0 



(VO 

27/0 


Week 2 

N 

18 

30 


<OOCI 

31 

35 

<.0001 


MEAN.GEO MEAN 

3.7,2.7 

0.4,0/ 



42,2.8 

0,3.0.3 



SD, SE 

2.69.0.63 

0.22,0.04 



3.21.0.58 

0.05,0.01 



MEDIAN 

3.0 

0.3 



3.7 

0.3 



MIN, MAX 

0.3,8.6 

0.3,1.1 



0.3, 13.3 

0.3.0.5 



5%, 95% 

0.3. 8.6 

0.3,0.9 



0.3.10.1 

03,0.5 



# of BLQ/ALQ Values 

1/0 

17/0 



2/0 

3070 


Week? 

N 

17 

30 


<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

4,7.34 

0.5,0.4 



4,8. 3.8 

05.0.4 



SD, SE 

3.52,0,85 

0.47,0.09 



2.78,0.52 

0.53,0.09 



MEDIAN 

3.8 

03 



4.1 

0.3 



MIN. MAX 

0.3,11.3 

0.3,2.8 



03,9.7 

0.3,2.5 



5%, 95% 

0.3,11.3 

0.3,1.0 



07.9.3 

0,3, 2.2 



4 of BLQ/ALQ Values 

1/0 

16/0 



0/0 

22/0 


Week 6 

1ST 

13 

30 


<.0001 

28 

35 

<.0001 


MEAN, GEO MEAN 

4.9,3.5 

0.4,0.4 



4.6,35 

04,0.4 



SD. SE 

3.55,0.99 

0.20,0.04 



2.72,0.51 

0.21,0.03 



MEDIAN 

4.1 

0.3 



4.3 

0.3 



MIN, MAX 

0.3,13.9 

0.3, 1.1 



0.3,9.8 

0.3, 1.3 



5%, 95% 

0.3,13.9 

0.3,0.9 



0 4,9.2 

0.3, 0.8 



tt of BLQ/ALQ Values 

1/0 

12/0 



1/0 

22/0 


Overall* 

N 

18 

30 


<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

4.2.3.2 

0.5,0.4 



4.4,3.4 

0.4.0.4 



SD, SE 

3.00.0.71 

0.20,0.04 



2.89,0.51 

0.17,0.03 



MEDIAN 

3.6 

0.4 



4.1 

0.3 



MIN, MAX 

0.3,12.2 

0.3,1.3 



0.6, 11.0 

0.3,1.1 



5%, 95% 

0.3, 12.2 

0.3,0.8 



07,9.8 

03.0.9 



’ P-value from Witcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1.234’ will be used as '1,2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438656 


RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-1 

Statistical Comparison Retween Smokers and Non-Smokere by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoiut and Overall 

(Page 10 of 14) 


Biomarfcer: Carboxyhemoglobin ((% samration)/cigarette per day) 

Analytical Lab; CCLS 





Timepoiut 



Male 



Female 


Statistic 

Smokers 

Non-Smokeis 

P-vahre* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

0.4,03 



03,03 




SD.SE 

0.67,0,16 



0.18, 0.03 




MEDIAN 

0.2 



0.3 




MIN, MAX 

0.1,3 0 



0.1,08 




5%, 95% 

0.1, 3.0 



0.1,08 




# of BLQ/ALQ Values 

I/O 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

0.4,0.2 



0.3, NA 




SD, SE 

0.97,0.23 



0.19,0.03 




MEDIAN 

0.2 



0.2 




MIN, MAX 

0.1,4.3 



00.10 




5%, 95% 

0.1,43 



0.1,0.5 




# of BLQ/ALQ Values 

1/0 



2/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN.GEO MEAN 

0.5,0.3 



0.3, 0.3 




SD t St 

0.51,0.12 



0.20, 0.04 




MEDIAN 

0.3 



0.3 




MIN, MAX 

0.1,2.3 



0.1. 1.1 




5%, 95% 

0.1,23 



03,0.6 




# of BLQ/ALQ Values 

1/0 



0/0 



Weel6 

N 

13 


NA 

28 


NA 


MEAN, GEO MEAN 

0.8,0.3 



0.3. 0.3 




SD.SE 

1.88,0.52 



0.23,0.04 




MEDIAN 

0,2 



0.3 




MIN, MAX 

01,7.0 



0.1. 1.3 




5%, 95% 

0.1, 7.0 



0.1.0.7 




# of BLQ/ALQ Values 

1/0 



1/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.5,03 



0.3,03 




SD. SE 

0.93,0.22 



0.19.0.03 




MEDIAN 

03 



03 




MIN, MAX 

0.1,42 



0.1, LI 




5%, 95% 

0.1,4.2 



0.1, 0.7 




NOTE: Values listed were normalized by taking the original biomarfcer and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’ will be used as T .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biontaikcrs of Exposure by Timepoint and Overall 

(Page 11 of 14) 


Bioinarker: 3-AnisnobiDhenyl-Hb adduct (pr/ji hemoElobinl Analytical Lab: INBIFO 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

2 

4 

0.7237 

, 

4 

NA 


MEAN. GEO MEAN 

0.70. 0.70 

2.17,1.23 


0.70, 0.70 

0.70, 0.70 



SD, SF. 

o.oon. o.ooo 

2.945,1.473 


NA.NA 

0 000,0.000 



MEDIAN 

0.70 

0.70 


0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70,6.59 


0.70,0.70 

0.70,0.70 



5%, 95% 

0.70,0.70 

0.70,6.59 


NA, NA 

0.70,0.70 



ft of BLQ/ALQ Values 

2/0 

3/0 


1/0 

4/0 


Week 6 

N 

2 

4 

1.0000 

I 

4 

NA 


MEAN. GEO MEAN 

0.70.0 70 

0.70,0.70 


0.70. 0.70 

0.70, 0.70 



SD, SE 

0.000,0.000 

0 . 000 . 0.000 


NA, NA 

0.000.0,000 



MEDIAN 

0.70 

0.70 


0.70 

0.70 



MIN, MAX 

0.70,0.70 

0.70,0.70 


0.70, 0.70 

0.70.0.70 



5%, 95% 

0.70,0.70 

0.70,0.70 


NA, NA 

0.70.0.70 



# of BLQ/ALQ Values 

2/0 

4/0 


1/0 

4/0 


Overall* 

N 

3 

4 

0.5637 

2 

4 

1.0000 


MEAN, GEO MEAN 

0.70.0.70 

1.44,1.06 


0.70,0.70 

0.70,0,70 



SD, SE 

0 . 000 . 0.000 

1.475, 0.738 


0 . 000 , 0.000 

0 . 000 , 0.000 



MEDIAN 

0.70 

0.70 


0.70 

0.70 



MIN, MAX 

0.70, 0.70 

0.70,3.65 


0.70, 0.70 

0.70,0.70 



5%, 95% 

0 70, 0.70 

0.70, 3.65 


0.70, 0,70 

0.70,0.70 



* P-vaiue from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’ will be used as *1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkere of Exposure by Timcpoint and Overall 

(Page 12 of! 4) 


Biomarker; 3-Armnobtphenyl-Hb adduct ((pg/g ItemoglobinV’cisarette per day) Analytical Lab; 1NBIFO 


Timcpoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

2 


NA 

i 


NA 

MEAN, GEO MEAN 

0.08.0.07 



0.06.0.06 




SD.SE 

0.057,0.040 



NA, NA 




MEDIAN 

0.08 



0.06 




MIN, MAX 

0.04,0.12 



0.06,0.06 




5%. 95% 

0.04.0.12 



NA. NA 



# of BLQ/ALQ Values 

2/0 



1/0 



Week 6 

N 

2 


NA 

I 


NA 

MEAN. GEO MEAN 

0.00,0.05 



0.18, 0.18 




SO, SE 

0.021,0.015 



NA, NA 




MEDIAN 

0.06 



0.18 




MIN, MAX 

0.04,0.07 



0.18.0.1S 




5%, 95% 

0.04,0.07 



NA, NA 



# of BLQ/ALQ Values 

Ml 



I/O 



Overall* 

N 

3 


NA 

2 


NA 

MEAN, GEO MEAN 

0.06,0.05 



0.12,0.10 




SD.SE 

0.035,0.020 



0.085,0.060 




MEDIAN 

0.04 



0.12 


' 


MIN, MAX 

0.04,0.10 



0.06,0.18 




5%, 95% 

0 04,0 10 



0.06.0.18 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for ihe corresponding week. 

* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
u>f IhcquautiduiLiuiL (c.g., V] .234 ’will be used as ’1.234’) for the averages across visits within a subject thus cl ijjiinaliug all BLQ/ALQ values fur the overall statistics. 
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Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkers of Exposure by Timepoint and Overall 

(Page 13 of 14) 


Biomarker: 4-Aminobinhcnvl-Hb adduct (dc/b hemoglobin) Analytical Lab: 1NBIFO 

Timepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-va!ue‘ 

Smokers 

Non-Smokers 

P-vahie' 


Week 1 

N 

4 

4 

0.0304 

3 

4 

0.0518 



MEAN. GEO MEAN 

28.28, 27.74 

9.64,9.20 


40.03, 37.23 

11.21,10.48 




SD, SE 

6.004,3.002 

3.405, 1.702 


19.605, 11.319 

4.996, 2.498 




MEDIAN 

29.75 

9.06 


29.87 

9.68 




MIN, MAX 

19.77,33.83 

6.74,13.71 


27.59, 62.63 

7.07,18.39 




5%. 95% 

19.77,33.83 

6.74, 13.7! 


27.59, 62.63 

7.07,18.39 




# of BLQ/ALQ Values 

o/o 

0/0 


0/0 

0/0 



Week 6 

N 

3 

4 

0.2159 

4 

4 

0,0304 



MEAN, GEO MEAN 

18.19, 18.13 

13.06,12.31 


43.37, 39.47 

9.54,9.09 




SD, SE 

1.828,1.055 

4.998,2.499 


23.707,11.853 

3.683,1.842 




MEDIAN 

17.44 

12.85 


33.69 

8.14 




MIN, MAX 

16.85,20.27 

7.30,19.24 


27.83,78.25 

6.90,14.99 




5%, 95% 

16.85,20.27 

7.30,19.24 


27.83,78.25 

6.90,14.99 




# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 



Overall' 

N 

4 

4 

0.0304 

4 

4 

0.0304 



MEAN, GEO MEAN 

24.61,24.24 

11.35, 10.93 


40.34, 39.14 

10.38,9.81 




SD, SE 

4.738,2.369 

3.433,1.717 


11.431,5.715 

4.315,2.158 




MEDIAN 

25.46 

11.54 


39.06 

8.91 




MTN, MAX 

18.31,29.21 

7.II, 15.22 


29.19, 54.06 

6.99, 16.69 




5%, 95% 

18.31,29.21 

7.11, 15.22 


29.19, 54.06 

6.99,16.69 




4 P- value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., '<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 690 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438660 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.2-1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of Blood and/or Plasma Biomarkcrs of Exposure by Timepoint and Overall 

(Page 14 of T 4> 


Biomatker: 4-Ammobiphenyl-Hb adduct upg/g hemoglobinycigarette per day) 

Analytical Lab: INB1FO 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-SmokeTS 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

4 


NA 

3 


NA 


MEAN, GEO MEAN 

3.32,2.90 



6.32,3.30 




SD.SE 

1.924.0.962 



8.115,4.6*5 




MEDIAN 

2.99 



2.30 




MIN, MAX 

1.58, 5.64 



1.00,15.66 




5%, 95% 

1.68,5.64 



1,00, 15.66 




(/of BLQ/ALQ Values 

0/0 



0(0 



Wtek& 

N 

3 


NA 

4 


NA 


MEAN. GEO MEAN 

1.30,1.21 



3.80,3.44 




SD.SE 

0.636,0.367 



2.134, 1.067 




MEDIAN 

0.97 



2.90 




MIN, MAX 

0.89,2.03 



2.43, 6.96 




5%. 95% 

0.89,2.03 



2.43, 696 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

4 


NA 

4 


NA 


MEAN, CrEO MEAN 

2.67,2.32 



4.57,3.42 




SD, SE 

1.545,0.772 



4.508, 2.254 




MEDIAN 

2.60 



2.59 




MIN. MAX 

1.33,4.17 



1*1,11.31 




5%. 95% 

1.33.4.17 



1.81,11.31 




NOTE: Values listed were normalized by taking the original biomatker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened lu the limit 
of the quantification (eg., Vi.234’will be used as ’1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkets of Exposure by Time point and Overall 

(Page 1 of 264) 


Biomarker: NNAL (pfl/24hr) _ Analytical Lab: Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

H of BLQ/ALQ Values 

18 

191274.750, 138941.078 
118708.1704,27979.7841 
192779.000 

8460.000, 409840.000 
8460.000,409840.000 

1/0 

30 

10411.800.9179.577 

5411.7101,988.0386 

8190.000 

3180.000,22800.000 

3900.000,20100.000 

29/0 

<.0001 

32 

281919.9S4,211578.900 
201340.9792, 35592.3929 
234058.500 

16500.000,852355.000 
23940.000,671265.000 

1/0 

35 

12554.851, II 115.607 
6518.8212.1101.8819 

1! 100.000 

3420.000, 30796.800 
4800.000.27840.000 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

17 

229255.471.150668.308 
184405.3931,44724.8773 
162848.000 

6288.000, 573980.000 
6288.000, 573980.000 

1/0 

30 

15485.700,12411.461 
12690.8350,2317.0189 
11400.000 

4500.000, 57240.000 
4500.000,52910.000 

27/0 

<.0001 

29 

307183,903,256566.325 
164685.2029, 30581.2745 
286356.000 

45936.000. 781704.000 
52452.000,535470.000 

0/0 

35 

12785.229,11917008 
4916.9699.831.1196 
12180.000 

5640.000, 28440.000 
5940.000, 20100.000 

34/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

210260.875,149953.882 
140301.9013,33069.4753 
185850.500 
7374.000.426577.000 
7374.000.426577.000 

30 

12948.750,11411.289 
7000.2068, 1278.0570 
10033.500 

3840.000,32310.000 

5280.000.29095.000 

<.0001 

32 

287126.995,234337.908 

166377.3100,29411.6310 

26259G.375 

34476.000,589956.000 
53922.000.588892.500 

35 

12670.040.11705.685 

5321.9122,899.5673 

11790.000 

5910.000,28140.000 
6450.000,24998.400 

<0001 


a P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 2 of 264} 


Biomarker: NNAL (pmoi;24ftr) _ Analytical Lab : Madi son 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokere 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

X of AT Q/ATQ Values 

18 

914.293, 664.139 
567.4251, 133.7434 
921.484 

40.439,1959,035 

40.439,1959.035 
i/0 

30 

49.768,43.878 

25.8680,4 7228 

39.148 

15.200,108.984 
18.642,96.078 

79/0 

<.0001 

32 

1347.578, 101 1.347 
962.4099,170.1316 
1118.800 

78.870, 4074.257 

114.433, 3208.647 

1/0 

35 

60.012,53.133 

31.1599,5.2670 

53.058 

16.348, 147.209 

22.944, 133.075 

32/0 

<•0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

1095.841,720.195 

881.4577,213.7549 

778.413 

30.057, 2743.624 

30.057, 2743.624 

1/0 

30 

74.022, 59.327 

60.6622, 11.0754 

54.492 

21.510,273.607 

21.510,252.910 

27/0 

<.0001 

29 

1468.339, 1226.387 
787.1953, 146.1785 
1368.782 

219.574, 3736.545 
250.721,2559.547 

0/0 

35 

61.113,56.963 

23.5031,3.9727 

58.220 

26.959, 135.943 

28.393,96.078 

34/0 

<■0001 

Overall* 

N 

MfcAN,(jfcO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

1005.047,716.780 
670.6430, 158.0721 
888.366 

35.248, 2039.038 

35.248.2039.038 

30 

61.895,54.546 

33.4610, 6.1091 

47.961 

18 355, 154 442 

25.239,139.074 

<.0001 

32 

1372.467, 1120.135 
795.2836, 140.5876 
1255.211 

164 796,2819 990 
257.747.2814.907 

35 

60.563, 55.953 

25.4387,4.2999 

56.357 

28.250, 134.509 

30.831. 119.493 

<•0001 


a P-value from Wilcox on rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., "V: 1.234'’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 3 of264) 


Biomaiker: NNAL ((pft/241ir)/cisarelte per day) Analytical Lab: Madison 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smolteis 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

# of BLQ/ALQ Values 

18 

14085.758,10948.960 

11496.8277,2709.8283 

9920.500 

2820.000, 50956.800 

2820.000, 50956.800 

I/O 


NA 

32 

20419.190, 16021.124 
16442.9829,2906.7362 
14300.465 

5781.000,85235.500 
5852.273,46530.000 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

P of BLQ/ALQ Values 

17 

17404.552,14171.545 

9655.2960,2341.7533 

16640.000 

2096.000,36162.000 

2096.000,36162.000 

I/O 


NA 

29 

21914.687,18561.087 
14064.9755,2611.8004 
16884.000 

7314,000,64500.000 
7826.000. 52113.600 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

15538.380,12750.184 
9552.7621,2251.6076 

14099.908 

2458.000.41763.200 

2458.000,41763.200 


NA 

32 

21374.985,18123.410 
13308.0772,2352.5579 
15865.686 

6803.500,62355.425 
6936.783,46530.000 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wikoxon rank-sum test, 

' Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’< 1.234'will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender af 24-Hour Urine Biotrarkers of Exposure by Timcpomt and Overall 

(Page 4of2b4j 


Biomatkcr: NNAL UpmoI/24hryctearette pei day’i Analytical Lab: Madison 




Male 




Female 


Ttmepoinr 

Statistic 

Smokers 

Non-Smokers 

P-vafue* 


Smokers 

Non-Smokers 

V -value* 

Week 1 

N 

MEAN, OEO MEAN 
SD.SE 

MEDIAN 

MTN.MAX 

5%, 95% 

# Qf BLQ/ALQ Values 

IS 

63.330.52.336 

54.9549,12.9530 

47.420 

13.480,243.574 

13.480, 24.3,574 

M 


NA 


32 

97,604, 76.581 

T8.S975, 13.8942 

68.356 

27.633,407.426 

27,974,222.413 

VO 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

f of BLQ/ALQ Values 

17 

83.194,67.740 

40-3524, 11.193b 

79.539 

10.019,172.854 

10019,172.854 

1/0 


NA 


29 

) 04,752,88,722 

67.2306, 12.4844 

80.709 

34.961,308.310 

37.408.249. J 03 

070 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MW, MAX 

5%, 95% 

IS 

74.274, 60.940 

45.6623, 10.7627 

67.398 

11 750, (99.629 

U.750,199.629 


NA 


32 

102.173,86.630 

63.6126, 11.2452 

75.838 

32.521,298.059 

33,158.222.413 


NA 


NOTE: Values listed were normalized by taking the original biomafker and dividing il by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
’ P-vaiue from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, iheu calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as Ihe BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ '<1,234’will be used as1 for the averages serosa visits within a subject thus eliminating all BLQ/ALQ values foe the Overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non- Smokers by Gen der o f 24-Hour Urine Biomarkers of Exposure by Timepoirtt and Overall 

(Page 5of264) 


Biomarker: NNAL ipc/mg Creatinine) 

Analytical Lab; Madison 









Male 



Female 


Timepoirtt 

Statistic 

Snookers 

Non-Smokere 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

mean, geo mean 

SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

160.048, 105.095 
171.2216,40.3573 

105.373 

7.958,767.052 

7.958,767.052 

1/0 

30 

5.942,5.166 

3.3379,0.6094 

4.491 

1.932,14.815 

2.683. 11.788 

29/0 

<0001 

32 

252.415, 184.524 
181.5307,32.0904 
208.248 

12.795. S13.359 
13.730,612.755 

1/0 

35 

10.689, 9.434 
5.4597.0.9229 

9.509 

2.283, 29.814 

3.436,20.782 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

153.041.108.730 

106.2859. 25.7781 

109.091 

5.525,368.503 

5.525,368.503 

1/0 

30 

8.665, 6.794 

6.9510, 1.2691 

6.367 

2,158,30.264 

2.413,29.578 

27/0 

<.0001 

29 

270188,218.820 

171.0361,31.7606 

225.402 

47.240,724.324 

52.222, 553.597 

0/0 

35 

11,615, 10.332 

5.7724, 0.9757 

10.657 

3.259, 30,000 

3 795, 23 715 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

155.8X4, 110.331 
125.4039.29.5580 

121.636 

6.742,522.399 

6.742,522.399 

30 

7.304, 6.332 
4.0261,0.7351 

5.790 

2.364, 17.426 

2.693.16.420 

<0001 

32 

260.848, 202,542 
177.8695,31.4432 
207.009 

32976, 768.842 
34,373,612.755 

35 

11.152, 10,111 

4.8999, 0.8282 

10.520 

3,348.23.043 

4.532,21.741 

<0001 


4 P-value from Wilcoxon rank-sum tesl. 

' Overall values calculated by first averaging the results across visits witbin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 234' will be used as *1,230 for the averages across visits within a subject thus el iminaiiitg all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint ami Overall 

(Page 6 of264) 


Bioroarker; NNAL (pmol/mg Creatinine) _ Analytical Lab. Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft ofBLO/ALQ Values 

18 

0.765.0.502 

0.8185,0.1929 

0.504 

0.038,3.667 

0.038. 3.667 

I/O 

30 

0.028,0.025 
0.0160.0.0029 

0.022 

0.009. 0.071 

0.013, 0.056 

29/0 

<.0001 

32 

1-207,0.882 
0.8678,0.1534 

0.9% 

0.061,3.888 

0.066,2.929 

1/0 

35 

0.051,0.045 

0.0262, 0.0044 

0.045 

0.011,0.143 

0.016,0.099 

32/0 

<.0001 

Week 3 

N 

MEAN. UEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

0.731,0.519 

0.5080, 0.1232 

0.521 

0.02$, 1 761 

0.026. 1.761 

1/0 

30 

0.041.0.032 

0.0332, 0.0061 

0.031 

0.010, 0.145 

0.012. 0.141 

27/0 

<0001 

29 

1.291,1.046 

0.8175.0.1518 

1.077 

0.226,3.462 

0.250, 2.646 

043 

35 

0.056, 0.049 

0.0275,0.0046 

0.051 

0.016,0.143 

0.018,0.113 

34/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

0.745, 0.527 

0.5996,0.1413 

0.582 

0.032.2.498 

0.032,2.498 

30 

0.035, 0.030 
0.0193,0.0035 

0.028 

0.011.0.084 

0.013, 0.079 

<0001 

32 

1,247,0.968 

0.8503,0.1503 

0.990 

0,158, 3.675 

0.164.2.929 

35 

0.054,0.049 
0.0233,0.0039 

0.051 

0.016,0.110 

0.022, 0.104 

<0001 


* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does net apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234* will be used as "1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid, 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 7 of 264) 


Biomarker: NNAL ((par'mc CreatimneVciearene per day) Analytical Lab: Madison 

Male 



female 


Timepoint Statistic Smokers Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

['-value - 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

16.423, 8.282 


17.616,13.972 


SD, SE 

34.5325, 8.1394 


12.0923,2.1376 


MEDIAN 

6.962 


14.081 


MIN, MAX 

2.653, 153.410 


3.199,51.694 


5%, 95% 

2.653.153.410 


4.430,40.850 


H of BLQ/ALQ Values 

1/0 


1/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

13.465, 10.227 


19.709,15.830 


SD, SE 

12.1015,2.9350 


15.4795,2.8745 


MEDIAN 

12.019 


13.056 


MIN, MAX 

1.842, 55.549 


6,429,69.200 


5%. 95% 

1.842,55.549 


6.641,61.602 


# of BLQ/ALQ Values 

I/O 


0/0 

Overall' 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

14.726,9.379 


19.095,15.708 


SD, SE 

22.8841,5.3938 


12.7178,2.2482 


MEDIAN 

9.583 


14.886 


MIN, MAX 

2.248, 104.480 


5.430, 60.447 


5%, 95% 

2.248.104.480 


5699.40.850 


NOTE; Values listed were normalised by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

9 P-value from Wilcoxon nmk-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers ami Non-Smokers by Gender of 24-Hour Urine Biumarkers of Exposure by Timepoint and Overall 

(Page 8 of 264) 


Biomarker: NN AL (i pmuVmg Crearininepcigarene per day) Anal yti cal Lab. Madison 


Male__Female 


Time point 

Statistic 

Smokers 

Non-Smoker* 

P-value" 

Smokers 

Non-Smokers 

P-value" 

Week I 

N 

IS 


NA 

32 


NA 

MEAN, GEO MEAN 

0.079, 0.040 



0-084,0.067 




SD, SE 

0.1650,0.0389 



0.0578,0.0102 




MEDIAN 

0.034 



0.067 




MIN, MAX 

0.013, 0.733 



0.015,0.247 




S%, 95% 

0.013,0.733 



0.021,0.195 



# of B1 Q/AI Q Values 

1/0 



1/0 



Week 3 

N 

17 


NA 

29 


NA 

MEAN, GEO MEAN 

0.064,0.049 



0.094, 0,076 




SO, St 

0.0580,0.0141 



0.0740, 0.0137 




MEDIAN 

0.057 



0.063 




MTN, MAX 

0.009, 0.266 



0.031,0.331 




5%. 95% 

0 009, 0 266 



0.032,0.295 



# of BLQ/ALQ Values 

no 



0/0 



Overall' 

N 

18 


NA 

32 


NA 

MEAN, GEO MEAN 

0.071,0.045 



0,092, 0.076 




5D t SE 

0.1095,0.0258 



0.0608, 0.0107 




MEDIAN 

0.046 



0.072 




MTN, MAX 

0.011,0.500 



0.026, 0.289 




5%. 95% 

0.011,0.500 



0.028,0.195 




NOTE; Values listed were normalized by taking the original bioinarker and dividing it by the numbeT of cigarettes found in question 4 of the weekly survey for the corresponding week 
* P-value from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantifreation (c.£., ’<1.234’will be used ns T.234’) for the averages across visits within a subject thua eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 9 of 2641 


Biomarker: NNAL (pg/mL) Analytical Lab: Madison 



Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value' 

Week I N 

18 

30 

<0001 

32 

35 

<0001 

MEAN, GEO MEAN 

121.7, 84.9 

6.5,6.2 


166.0.120.8 

6.3.62 


SD,SE 

83.64,19.71 

2.61,0.48 


116.66,20.62 

0.93,0.16 


MEDIAN 

127.5 

6.0 


150.8 

6.0 


MIN, MAX 

6.0,333.0 

6.0,20.3 


6.0,484.5 

60.9.6 


5%, 95% 

6.0, 333.0 

6.0,6.0 


11.4,463.9 

60,9.6 


tt nf HI Q/ALQ Values 

1/0 

29/0 


1/0 

32/0 


Week 3 N 

17 

30 

<.0001 

29 

35 

<.0001 

MEAN, GEO MEAN 

122.7,89.1 

8.7, 7.1 


183.8, 149.5 

6,1.6.1 


SD,SE 

81.19,19 .69 

9.14,1.67 


118.10,21.93 

0.76,0.13 


MEDIAN 

134.6 

6.0 


160.8 

6.0 


MIN, MAX 

6,0, 290.8 

6.0,42.4 


28.2.485.1 

6.0,10.5 


5%, 95% 

6.0, 290.8 

5.0,40.7 


45.6,411.9 

6.0. 6.0 


# of BLQ/ALQ Values 

1/0 

27/0 


0/0 

34/0 


Overall' N 

18 

30 

<.0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

122.7,92.3 

7.6, 5.9 


171.2,135.6 

6.2, 6.2 


SD, SE 

68.42,16.13 

4.69.0.86 


112.66,19.92 

0.59,0.10 


MEDIAN 

135.9 

6.0 


152.1 

6.0 


MIN, MAX 

6.0,233.8 

6.0,24.2 


17.1,474.5 

6.0, 8.3 


5%, 95% 

6.0,233.8 

6 0,23.4 


28.5.444.8 

6.0, 7.8 



* P-vatue from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quaniificaiion (e.g., *<1.234'will be used as *1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 142.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 2-1-Hour Urine Biomarkers ofExposute by Tincpoim and Overall 

(Page 10 of 264) 


Biomarker: NNAL (pmol/LI Analytical Lab: Madison 


Male 



Female 



Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc* 



Week I 


Week? 


Overall’ 


N 

IX 

30 

<0001 

32 

35 

MEAN. GEO MEAN 

581.6, 405.8 

31.0,29.9 


793.5,577.7 

30.0,29.8 

SD, SE 

399.78,94.23 

12.47,2.28 


557.62,98.57 

4.45,0.75 

MEDIAN 

6095 

28.7 


720.6 

28.7 

MIN, MAX 

28.7, 1591.7 

28.7, 97.0 


28 7,2315.9 

28.7.45.9 

5%, 95% 

28.7, 1591.7 

28.7, 28.7 


54.5,2217.4 

28.7,45.9 

it of BLQ/ALQ Values 

1/0 

29/0 


1/0 

32/0 

N 

17 

30 

<0001 

29 

35 

MEAN. GEO MEAN 

585.3, 426.0 

41.7,33.8 


878.5,714.7 

29.3,29.2 

SD, SE 

388.07,94.12 

43.66, 7.97 


564.50,104.82 

3.63,0.61 

MEDIAN 

643.4 

28.7 


768.6 

28.7 

MIN, MAX 

28.7, 1390.0 

28.7, 202.7 


134.S, 23I8.S 

28.7,50.2 

5%, 95% 

28.7, 1390.0 

28.7, 194.5 


218.0, 1968.9 

28.7,28.7 

# of BLQ/ALQ Values 

I/O 

27/0 


o/n 

34/0 

N 

18 

30 

<0001 

32 

35 

MEAN, GEO MEAN 

586.6,443.3 

36.4,33.0 


818.0,648.1 

29.7, 29.6 

SD, SE 

327.02.77.08 

22.37,4.08 


538.54, 95.20 

2.81,0.47 

MEDIAN 

649.5 

28.7 


726.7 

28.7 

MIN, MAX 

28.7,1117.5 

28.7,115.7 


81.8,2268.1 

28.7,39.5 

5%. 95% 

28.7. IM7.5 

28.7.111.6 


136.3.2126.2 

28.7, 37.3 


<.0001 


<.0001 


<0001 


1 P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg, '<1.234’ will be used as '1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table I-1.2.2-2 

Statistical Comparison Bel ween Smoker: ami Non-Smokers by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timepoint ami Overall 

(Page II of 264) 


Biomarker: NNAL ((pg/mLyciRarette per day) 

Analytical Lab: Madison 





Timepoint 



Male 


Female 

Statistic 

Smokers 

Non-Smokeis 

P-vaJue" 

Smokers Non-Smokers P-value‘ 

Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

9,1.6.7 



12.1,9 2 


SO, SB 

7.55,1.78 



9.92, 1.75 



MEDIAN 

7.2 



8.5 



MIN. MAX 

1-4.27.8 



1.9,47.0 



5%, 95% 

1.4,27.8 



2.9,34.8 



# of BLQ/ALQ Values 

1/0 



I/O 


Week 3 

N 

17 


NA 

29 

NA 


MEAN. GEO MEAN 

12.1,8.4 



13.4,10 8 


SD,SE 

13.33,3-23 



9.40, 1.75 



MEDIAN 

8.9 



11.4 



MIN, MAX 

2.0, 58.2 



3.8, 38.5 



5%, 95% 

2.0, SB.2 



43.312 



# of BLQ/ALQ Values 

1/0 



0/0 


Overall* 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

10.4,7.9 



13.2,10.5 


SD.SE 

9.27,2.18 



9.97,1.76 



MEDIAN 

8-2 



10.0 



MIN. MAX 

2.0,42.4 



3.7,47.0 



5%, 95% 

2.0,42.4 



4.1,36.7 


NOTE: Values listed were normalized by taking the original binmarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQMLQ values does not apply as the BLQ/ALQ values were convened to the limit 
uf the quantification (e g.. VI .234'will be used as '1,234’} for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 12 of 264) 


Bioroarker: NN AL ((pmol/LVcigarette per day) Analytical Lab: Madison 


limeDOint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value” 

Week 1 

N 

Id 


NA 

32 


NA 


MEAN, GEO MEAN 

43.3, 32.0 



57.7,43.8 




SD.SE 

36.05.8.50 



47.46. 8.39 




MEDIAN 

34.4 



40.6 




MIN, MAX 

6.5,132.6 



9 0.224.7 




5%, 95% 

6.5, 132.6 



13.6,166.3 




//of BLQ/ALQ Values 

1/0 



1/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN. GEO MEAN 

57.7.40.1 



64.1,51.7 




SD, SE 

63.66,1544 



44.91.8.34 




MEDIAN 

42.5 



544 




MW, MAX 

9.6. 278.0 



18.2,183.9 




5%, 95% 

9.6,278.0 



20.6,148.9 




# of BLQ/ALQ Values 

1/0 



0/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

49.7,37.5 



62.8,50.1 




SD, SE 

44.25,10.43 



47.64, 8.42 




MEDIAN 

39.1 



47.4 




MIN, MAX 

9,6,202.5 



17.7,224.7 




5%, 95% 

9.6,202.5 



19.4,175.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 

* P-value from Wikoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ^1.234* will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438673 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226 8450 


Table 14:2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by- Gender of 24-Hour Urine B iomarkers of Exposure by Titnepoint and Overall 

(Page 13 of2&4) 


Tjmrpoint 

Statistic 

Smokers 

Mate 


- 

Female 

---——--- 

Week f 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95°/. 

* of BLQ/ALQ Values 

17 

803982.855,509059.708 
609148.1353, 147740.1237 
529126.000 

8460.000,2084332.500 

8460.000,2084332.500 

I/O 

30 

17773.167. 1/018.595 
32167.6563,5872.9837 
smooo 

3180.000,181986.000 
3900.000,41624.000 

24/0 

<0001 

Sndm 

32 

890920 641.630563 563 
623305.8737,110185.9525 
801427.000 

34650.000.2307613.000 
37125.000,2245880000 

04) 

Ndi] Smokers 

35 

1(737 457, 10761.183 
4713.9363, 796.8007 
11100.000 
3420.000,20100.000 

4800.000.19500.000 

34/0 

P-value“ 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

780888.882,484578.38) 
625370.0458, 151674.5149 
540730.000 

6288.000, 2075948.000 
6288.000. 2075948.000 

1/0 

30 

13735.533,11563.274 
10652.3865, 1944,8508 
10740.000 

4500.000, 61490.000 
4500.000, 28208.000 

26/0 

<0001 

29 

992757.038,730891.571 
753602.71 It, 139957.2220 
928092.000 

56730.000, 4046406.000 
97520.000, 1962480.000 

0/0 

35 

14912.257.12632.435 
10344.7620,1748.5839 
12180,000 

5940.000, 53066,000 

6408.000, 50799,000 

32/0 

<0001 

Overall* 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 

MIN. MAX 

5%, 95% 

18 

803959,736,518625.587 

602618.8956, 142038.6358 
619903.500 

7374.000. 2080140.250 
7374.000,2080140.250 

30 

15754.350, 11765.827 
17937.3794,3274.9024 
9780.000 

3*40.000, 97258.000 
4590.000, 51557.01X1 

<J30Q1 

32 

914025381,677520.375 
592842.6716, 104800,7683 
S55I39.JOO 

46927.500,2468208.000 
66085,000,2135046.500 

35 

13322.357, t2146.527 
6356.8366, 1074.5015 
11790.000 

6400.000, 33374.500 
6450.000,30583.000 

<0001 


' p-value from Wilcoxrm rank-surnlesk ’ ~ " " " ~ ~~ —— - -—-—-—— - ———— 

Overall values calculated by (list averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (be BLQ/Ai Q 
of the quantification (e.g., VI .234' will be used as M .2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 


values were converted to the limit 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438674 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page I4 of264) 


Biomarker: NNAL plus NNAL-gluc (pmoL’24hO Analytical Lab: Madison 




Male 



Female 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-vahte* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

3843.038, 2433.210 
2911.7280,706.1978 

2529.222 

40 439,9963 109 
40.439.9963.109 

1/0 

30 

84.956, 52.669 
153.7614,28.0729 

42.733 

15.200,869.893 

18.642,198.963 

24/0 

<.0001 

32 

4258.601,3014.094 
2979.4020,526.6888 
3830.821 

165.527,11030.390 
177.458,10735.306 

0/0 

35 

56.081,51.439 

22.5326,3.8087 

53.058 

16.348,96.078 
22.944,93.210 

34/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5% 95% 

# of BLQ/ALQ Values 

17 

3732.649,2316.286 
2989.2688, 725.0042 

2584689 

30.057,9923.031 

30.057, 9923.031 

1/0 

30 

65.656, 55.272 

50.9184, 9.2964 

51 337 

21.510,293.922 

21.510, 134.834 

26/0 

<.0001 

29 

4745.379, 3493.662 
3602.6512,668.9955 
4436280 

271.169,19341.821 

466,146,9380.654 

0/0 

35 

71.281,61.817 

49.4479, 8.3582 

58,220 

28.393.253.655 

30.630,242.819 

32/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3842.928, 2479.032 
2880.5187,678.9446 

2963.139 

35.248, 9943.070 

35.248,9943.070 

30 

75.306,56.241 

85 7407, T 5.6540 

46.749 

18.355. 464.702 
21.940,246.443 

<.0001 

32 

4369.041,3238.548 
2833,7879, 500.9477 
4087.567 

224.314, 11798.035 
315.887,10205.522 

35 

63.681,58.061 

30 3856, 5.136! 

56.357 

30592,161.920 
30831,146,187 

<,0001 


fl P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<‘l.234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomariers of Exposure by Timepoint and Overall 

(Page 15 of 264) 


Biomaiker: NNAL plusNNAL-filuc ((pg/24hiycigarette per day) _ Analytical Lab: Madison 





Male 



Female 


Timcpoint 

Statistic 

Smokets 

Non-Smokers 

P-value* 

Smokos 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

n of BLQ/ALQ Values 

17 

54I2I.I55.38734.348 
42632.2867, 10339.8483 
35036.000 

2820.000,171072.000 
2820.000.171072.000 

170 


NA 

32 

57697.510.47747.375 

37505.6610.6630.1268 

50712.529 

8662.500.176718.500 
15822.400, 153840.867 

0/0 


NA 

Weeks 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of RLQ/AI.Q Values 

17 

60028.332,45578.426 
36477.1862, 8847.0172 
57631.857 

2096.000.138353.600 

2096.000,138353.600 

1/0 


NA 

29 

64148,130,52875.770 

43424 9009, 8063.8017 
49703.125 

14182.500, 192686.000 
18154.500.172716.667 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

57103.365,44343.694 
35431.8491,8351.3669 
52277.687 

2458.000,154712.800 
2458.000, 154712.800 


NA 

32 

61047.286,52314.024 

33743.8833,5965.1322 

51637.690 

16372.500, 142336.434 
16521.250, 132624.738 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., V1.234' will be used as ‘l .234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 




Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

(Page 16 of2641 


Biomarter: NNAL plus NNAL-gluc l(pmol.'24hrVcigarcrte per davj 

Analytical Lab: Madison 








Male 



Female 


Tirncr»oiril 

Statistic 

Smokers 

Non-Smoke re 

P-vahie‘ 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN. CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

258.699.185.151 
203.7822,49.4245 
167.472 

13.480, 817.724 
13.480, 817 .724 

1/0 


NA 

32 

275.794, 228.233 
179.2769.31.6920 

242.406 

41.407,844.714 

75.631, 735.359 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MSN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

17 

286.935,217.865 

174.3609,42.2887 

275,480 

10.019,661.330 

10.019,661.330 

I/O 


NA 

29 

306.628.252.746 
207.5710, 38 5450 

237.581 

67.792,921.039 

86.779, 825.586 

0/0 


NA 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

272.954,211.964 
169.3642, 39.9195 
249.888 

11.750.739.527 

11.750.739.527 


NA 

32 

291.806,250.061 
161.2956,28.5133 

246.829 

78.261,680.368 

78.972, 633.946 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 

" P-value from Wilcoxon rank-sum test. 

" Overall values calculated by fust averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
oftfte quantification (e.g., ’<( ,234'will be used as 'l .234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.12-2 

Statistical Comparison Between Smokers and Non-Smckets by Gender of 24-Hour Urine Biomarkers of Exposure by Ttmepoint and Overall 

(Page 17 of 264) 


Btnmarker: NMALplus NNAL-nluc (pg/mg Creatinine') _ Analytical Lab: Madison __ 

_ ____ ___ Female 

— Timepomt -Statistic_ Smoker* _ Non-Smokere _ P-value 1 _ Smokers Non-Smokers p-value* 


Week l 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

632.351,388.963 
604.3903.146.5862 
339.746 

7.958.2575.145 

7.958.2575.145 

1/0 

30 

11.176,6.201 

23.9321, 4.3694 

5.013 

1.932, 134.956 

2.103, 25.707 

24/0 

<.0001 

32 

794208,549.931 
576-5665, 101.9235 
629.249 

18.519,2476.718 

30.892, 2010.238 

0/0 

35 

10.028. 9.133 

4.0580,0.6859 

9.509 

2.285, 18.634 

3.883. 17699 

34/0 

<-0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofBLQ/ALQ Values 

17 

533.334, 349.698 
387.2534,93.9228 

381.623 

5.525, 1261.017 

5.525, 1261.017 

1/0 

30 

7.775, 6.330 
6.1746,1.1273 

6.049 

2.158,34.375 

2.413, 15.074 

26/0 

<.0001 

29 

832.490, 623.362 
567.0182. 105.2926 
634.698 

56.481,2275.640 

65.031,2024.775 

0/0 

35 

13.535, 11.212 

10.2695, 1.7359 

10.657 

3.259, 53.767 
3.795,41.549 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

581.550, 377.045 
470.7092, 110.9472 
389.237 

6.742,1877.496 

6.742,1877.496 

30 

9.476,6.637 
12.6956,2.3179 

5.327 

2.1.31,70.371 
2.364,30.041 

<.0001 

32 

808.453, 587.104 
554.2552, 97.9794 

654.457 

41.775, 2250.747 

43.687, 2007 510 

35 

11.781,10.488 

6.1400, 1.0378 

10.520 

3.634,30.459 

4.739, 27.562 

<.0001 


1 P-value from Wilcoxon rank-sum test. 


‘ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234 1, will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smnkers by Gender of 24-Hnur Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 18 of264) 


Bioinarker IS NAL plus NNAL-ylnc (pmol/mg Creat inine ) Analytical Lab: Madison 


Timepoiiu 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value‘ 

Week 1 

N 

17 

30 

<0001 

32 

35 

<0001 

MEAN, GEO MEAN 

3.0 2\ 1.859 

0.053.0.030 


3.796.2.629 

0.048.0.044 



SD.SE 

2.8890.0.7007 

0.1144,0.0209 


2.7560,0.4872 

0.0194,0.0033 



MEDIAN 

1.624 

0.024 


3.008 

0.045 



MIN, MAX 

0.038,12.309 

0.009, 0.645 


0.089, 11.839 

0.011,0089 



5%. 95% 

0.03 R, 12.309 

0.010, 0.123 


0.148,9.609 

0.019, 0.085 


# vf BLQ/ALQ Values 

1/0 

24/0 


0/0 

34/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 

MEAN, GEO MEAN 

2.549, 1.670 

9.037,0.030 


3.979.2.980 

0.065.0.054 



SD, SE 

1.8512,0.4490 

0.0295, 0.0054 


2.7104.0.5033 

0.0491,0.0083 



MEDIAN 

1.824 

0.029 


3.034 

0.051 



MIN, MAX 

0.026, 6.028 

0.010, 0.164 


0.270, 10.678 

0.016,0.257 



5%, 95% 

0.026, 6.028 

0.012, 0.072 


0.311,9.678 

0.018,0.199 


# of BLQ/ALQ Values 

1/0 

26/0 


0/0 

32/0 


Overall’ 

N 

IS 

30 

<0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

2.780, 1.802 

0.046,0.032 


3.865,2.807 

0.057, 0 050 



SD. SE 

2.2501,0.5304 

0.0608, 0.0111 


2,6493, 0.4683 

0.0293, 0.0049 



MEDIAN 

1.861 

0.026 


3.129 

0.051 



MIN, MAX 

0.032, 8.975 

0.010, 0.337 


0.200. 10.759 

0.018.0.146 



5%, 95% 

0.032, 8.975 

0.011.0.144 


0,209, 9.596 

0.023,0.132 



a P-value from Witcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as theBLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<l,234'willbe used as ’1.2341 forthe averages across visits within a subject ihus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Timepoint and Overall 

(Page 19 of 264) 


Biomarker: NNAL plus NNAL-gluc ((pfi.'mg Creatinine VcigaTette per day! Analytical Lab: Madison 


biale ___ __female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 


Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

U of R1.QMI.Q Values 

17 

60.839, 29.598 
i! 8.7808,28.8086 

29 102 

2.653,515.029 

2.653,515.029 

1/0 


NA 

32 

50.350,41.642 
31.1852,5.5128 

41.206 

4.630, 134 016 

15.446, 116.939 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLO/ALO Values 

17 

48.034,32.892 
51.9735,12.6054 

34.062 

1.842, 235.969 

1.842,235.969 

1/0 


NA 

29 

55.315.45.097 

39.5695,7.3479 

45.436 

14.120, 164.956 

16.258.155.193 

0/0 


NA 

Overall' 

N 

MEAN,GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

53.182, 32.225 

82.3686.19.4145 

29.297 

2.248, 375.499 

2.248. 375.499 


NA 

32 

53.855,45.461 

32.3057, 5.7109 

43.072 

10.444,133.834 

14.783, 131.185 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g., *<] ,234’wiJl be used as T 234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438680 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-1 lour Urine Biomarkers of Exposure by Timcpoint ami Overall 

(Page 20 of264) 


Biomarker'. NNAL plus NNAL-ehiC (IpmoVme CreatTnincycigamtc per day) _ Analytical Lali: Madison 


Timepoint 



Male 


Female 



Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Smokers Non-Smokers 

P-value* 


Week 1 

N 

17 


NA 

32 

NA 



MEAN, GEO MEAN 

0.291.0.142 



0.241,0.199 




SD, SE 

0.567k, 0.1377 



0.1490,0.0263 




MEDIAN 

0.139 



0.198 




MIN, MAX 

0.013,2.462 



0.022, 0.641 




5%, 95% 

0.013,2.462 



0.074,0.559 




if of BLQ/ALQ Values 

1/0 



0/0 



Week 3 

N 

17 


NA 

29 

NA 



MEAN, GEO MEAN 

0.230,0.157 



0.265,0.216 




SD, SE 

0.2484,0.0603 



0.1891,0.0351 




MEDIAN 

0.163 



0.217 




MIN. MAX 

0.009,1.128 



0.068, 0.789 




5%, 95% 

0.009, 1.128 



0.078.0.742 




U of BLQ/ALQ Values 

1/0 



0/0 



Overall* 

N 

18 


NA 

32 

NA 



MEAN, GEO MEAN 

0.255.0.155 



0.258,0.2 IS 




SD, SE 

0.3937,0.0928 



0.1543,0.0273 




MEDIAN 

0.140 



0.206 




MIN, MAX 

0.011,1.795 



0.050.0.640 




5%. 95% 

0.011,1.795 



0.071,0.627 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across suhjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1,234’will be used os ’1.234 j for the overages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 21 of264) 


Oiomarkcr; NNAL plus NNAL-gluc (pg/mL) Analytical Lab; Madison 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-$mokera 

P-value* 

Smokers 

Non-Smokers 

P-value 1 

Week 1 N 

17 

30 

<.0001 

32 

35 

<0001 

MEAN, GEO MEAN 

532.4.308.3 

13.7,7.5 


554,4.360.2 

6.0,6.0 


SD, SE 

500.33,121.35 

33.35.6 09 


459.48, 81.23 

0.17,0.03 


MEDIAN 

445.5 

6.0 


484.0 

6.0 


MIN, MAX 

6.0. 1773.9 

6.0,185.7 


13.5,2045.7 

6.0,7.0 


5%, 95% 

6.0,1773.9 

6.0,47.3 


16.5. 1604.2 

6.0,6.0 


# of BIQ/ALO Values 

1/0 

54/0 


0/0 

34/0 


Week 3 N 

17 

30 

<0001 

29 

35 

<0001 

MEAN. GEO MEAN 

427.5,286.6 

7.5, 6.6 


626.3,425.9 

7.2, 6.6 


SB, SE 

313.45. 76.02 

7.53,1.38 


557.17, 103.46 

4.74, 0.80 


MEDIAN 

415.9 

6.0 


482.0 

6.0 


MIN. MAX 

6.0, 1235.3 

6.0,47.3 


30.5, 2223.3 

6.0,31.4 


5%, 95% 

6.0. 1235.3 

6.0, 8.6 


53.0, 1842.9 

6.0,17.7 


# of BLQ/ALQ Values 

I/O 

26/0 


0/0 

32/0 


Overall' N 

18 

30 

<0001 

32 

35 

<.0001 

MEAN, GEO MEAN 

486.9, 321.5 

10.6. 7.3 


573.7,393.7 

66,6.4 


SD, SE 

362.20, 85.37 

17.77, 3.24 


46207, 81.68 

2.37,0.40 


MEDIAN 

385.6 

6.0 


453.3 

6.0 


MIN. MAX 

6.0,1230.7 

6 0.95.9 


22.0, 1663.1 

6.0, 18.7 


5%, 95% 

6.0,1230.7 

6.0.47.3 


34.8,1653.7 

60,11 9 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ^=1,234* will be used as 1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE; The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438682 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biontarkers of Exposure by Timepoint and Overall 

(Page 22 of264) 


BiomaTkcr: NNALplus NNAL-eIuc tpmol/L) Analytical Lab: Madison 


Timepoint 



Male 



Female 


Statistic 

Smokere 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

17 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

2544.7, 1473.7 

65.3,35.9 


2650.1, 1721.5 

28.8,28.8 



SD, SE 

2391.57.580.04 

159.42, 29.11 


2196.31,388.26 

0.81.0.14 



MEDIAN 

2129.5 

28.7 


2313.3 

28.7 



MIN, MAX 

28.7. 8479.2 

28,7, 887.6 


64.5,9778.4 

28.7, 33.5 



5%, 95% 

28.7, 8479.2 

28.7,226.1 


78.9, 7668.1 

28.7,28.7 



U of Rl Q/AT Q Values 

1/0 

24/n 


n/o 

34/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.000! 


MEAN, GEO MEAN 

2043.4, 1370.0 

36.1,31.5 


2993.7, 2035.8 

34.6,31.6 



SD. SB 

1498.29, 363.39 

36.01,6.57 


2663.28,494.56 

22.66, 3.83 



MEDIAN 

1988,0 

28.7 


2304.0 

28.7 



MIN, MAX 

28.7, 5904.7 

28.7,226.1 


145.8, 10627.4 

28.7, 150,1 



5%, 95% 

28:7, 5904.7 

2R.7,41.1 


253.3,8809.1 

28.7. 84.6 



V of BLQ/ALQ Values 

1/0 

26/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

2327.4, 1536.6 

50.7, 34.9 


2742.2, 1881.7 

31.7.30.6 



SD, SE 

1731,30,408.07 

84.92, 15.50 


2208.67,390.44 

11.32,1.91 



MEDIAN 

1843.1 

28.7 


2156.6 

2S.7 



MIN. MAX 

28.7, 5882.5 

28.7.458.2 


105.2.7949.4 

28.7.89.4 



5%, 95% 

28.7,5882.5 

28.7,226.1 


166.1.7904.4 

28.7,56.7 



a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., VI .234’ will be uM:d as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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PM3006438683 


• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. I 2226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 23 of 264) 


Biomarker: NNAL plus NNAL-pluc ((pfi/mLycifiarette per day) 

Analytical Lab: Madison 





Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

17 


NA 

32 


NA 


MEAN. GEO MEAN 

35.9,23.5 



36,1,27.3 




SD, SB 

33.16, 5.04 



27.44, 4.85 




MEDIAN 

27,3 



26.7 




MIN, MAX 

2 0. 128.6 



4.1,109.3 




5%. 95% 

2.0, 128.6 



6.8, 95.6 




# of BLQ/ALQ Values 

1/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

43.2,27.0 



41.2,30.8 




SD, SE 

56.18,13.62 



31.58,5.86 




MEDIAN 

25.2 



23.7 




MIN. MAX 

2.0.247.1 



7.6, 105.9 




5%, 95% 

2.0,247.1 



10.0, 100.6 




# of BLQ/ALQ Values 

1/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

39.2, 27.3 



39.2,30.4 




SD, SE 

37.94,8 94 



28.33, 5.0! 




MEDIAN 

31.4 



26.1 




MfN, MAX 

2.0,168.1 



7.2, 109.3 




5%, 95% 

2.0,168.1 



8.7,98,1 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
’’ P-value from Wilcoxon rank-sum teat. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification fe.g.. ’<1.234’will be used as ’1,2341 for the averages across visits within a subject thus eliminating all RI.Q/AI.Q values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 


Final Draft: 22 October 2003 


Page 7! 4 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438684 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-H our Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 24 of264) 


Biomarker: NNAL plus NNAL-eluc ((pmoLLVcisarcttc per day ) 

Analytical Lab: Madison 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc* 


Week 1 

N 

17 

NA 

32 


MEAN, GEO MEAN 

171.7.112.2 


172.4,130.4 


SD.SE 

158.49,38.44 


131.15,2.3.18 


MEDIAN 

130 7 


127.8 


MIN, MAX 

9.6,614.6 


19.7,522.5 


5%. 95% 

9.6,614.6 


32.3,456.7 


#of BLQ/ALQ Values 

1/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

206.4,128.9 


196.8, 147.3 


SD, SE 

268.48,65.12 


151.02, 28.04 


MEDIAN 

120.5 


113.4 


MIN, MAX 

9.6,1180.9 


36.5.506.1 


5%, 95% 

9.6, 1180.9 


47.7,481.1 


# of BLQ/ALQ Values 

1/0 


0/0 

Overall’ 

N 

18 

NA 

32 


MEAN, GEO MEAN 

187.5, 130.6 


187.3, 145.1 


SD. SE 

181.30,42.73 


135.44,23.94 


MEDIAN 

149.8 


124.8 


MIN, MAX 

9.6,803.4 


34.4,522.S 


5%. 95% 

9.6. 803.4 


41.5,468.9 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxcm rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., ’<1.234’will be used as 1.234’) for the averages across visits within a subject thus eliminating all DLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tinrepoint and Overall 

(Page 25 of 264) 


Biomarkcr: NNAL-O-giucuronide (pmuk'L) _ Analytical Lab: Madison 




Male 



Female 


Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 


Week 1 N 

17 

29 

<0001 

32 

32 

<0001 

MEAN. GEO MEAN 

I950.1.NA 

37.9, NA 


1856.6. 1069,4 

0.2. NA 


SD, SE 

2050.37,497.29 

162.(1,30.10 


1691.41,299.(10 

0.85,0.15 


MEDIAN 

1543.0 

u.o 


1631.9 

0.0 


MfN, MAX 

0.0. 7358.3 

0.0,859.0 


24.4, 7462.5 

0.0,4.8 


5%, 95% 

0.0, 7358.3 

0.0, 197.4 


35.9. 5458.8 

0.0,0.0 


# of BLOMLO Values 

I/O 

29/0 


1/0 

32/0 


Week 3 N 

17 

28 

<0001 

29 

35 

<.0001 

MEAN. GEO MEAN 

1457.1, NA 

2.0, NA 


2115.3, 1152.9 

5,3. NA 


SD. SE 

1130.78,275.71 

6.52, 1.23 


2223.97, 412.98 

19.50, 3.30 


MEDIAN 

1234.2 

0.0 


1443.6 

0.0 


MIN, MAX 

0.0,4514.7 

0.0,31.5 


11.0,9536.6 

0.0,99.9 


5%. 95% 

0.0,4514.7 

0.0,12.4 


35.4, 7004.1 

0.0. 55.9 


# of BLQ/ALQ Values 

i/0 

27/0 


0/0 

34/0 


Overall' N 

18 

30 

<0001 

32 

35 

<.oom 

MEAN, GEO MEAN 

1744.6. NA 

19.2, NA 


1924.2,1135.3 

2.7. NA 


SD, SE 

1455.58, 343,08 

80.23, 14.65 


1730.55,305.92 

9.75,1.65 


MEDIAN 

1277,7 

0.0 


1626.1 

0.0 


MIN, MAX 

0.0,4879.9 

0.0,429.5 


23.5, 5778.3 

0.0, 50.0 


5%. 95% 

0.0,4879.9 

0.0.114.5 


29.9, 5681.3 

0.0,28.0 


P-value from Wilcoxon rank-sum test, 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BIQ/ALQ values does not apply as the BI.Q/ALQ values were converted to the limit 
of the quantification (c.g.. V 1.234'will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 26 of264) 


Diomarkcr: NNAL-O-glucuronide ((pmo1/L)/cigarette per day) Analytical Lab: Madison 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-$mokei? 

P-value* 

Smokers 

Non-Smokera 

P-value’ 

Week 1 

N 

17 


NA 

32 


NA 

MEAN, GEO MEAN 

128.9, NA 



114.7,81.0 




SD. SE 

125.32, 30.39 



92.49, 16.35 




MEDIAN 

85.7 



86.2 




MIN, MAX 

0.0,481.9 



6.1,363.9 




5%, 95% 

0 0,481.9 



16.9, 339.2 



# of BLQ/ALO Values 

I/O 



1/0 



Week 3 

N 

17 


NA 

29 


NA 

MEAN, GEO MEAN 

148.7, NA 



132.7,83.5 




SD, SE 

206.23, 50.02 



117.49,21.82 




MEDIAN 

80! 



77.7 




MIN, MAX 

0.0,902.9 



2.8,454.1 




5%, 95% 

0.0,902.9 



S.9,350.2 



# of BLQ/ALO Values 

1/0 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 

MEAN. GEO MEAN 

138.3, NA 



124.6, 88.0 




SD, SE 

139.15, 32.80 



96.22, 17.01 




MEDIAN 

107.8 



86.6 




mtn. max 

0.0.601.0 



7.5, 356.9 




5%, 95% 

0.0,601.0 



10.4. 306.1 




NOTE: Values listed were normalized by taking the original biomarker and dividing i( by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-vatue from Wilcoxon rank-sum test. 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *< 1.234* will be used as ’1.234’) for the averages across visits within a subject thus eliminating a!! BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomaikers of Exposure by Timepoint and Overall 

(Page 27 of 264) 


Biomarker: NNAL-Q-ftlucuronidc (pmol/24hr) Analytical Lab. Madison 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-$mpkcra 

P-value" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

514, 95% 

# ofBLQ/ALQ Values 

17 

2904.964, NA 

2439.6679, 603.8332 

1833.188 

0.000, 8646.003 

0.000, 8646.003 

1/0 

29 

38243, NA 

158.0832. 29.3553 

0.000 

0.000, 841.820 

0.000, 173.712 

79/0 

<.0001 

32 

2911.039, 1872.337 
2191.8620,387.4701 
2516.876 

51.240, 8788.668 

98.725, 7630.840 

1/0 

32 

0.147, NA 
0.8316,0.1470 

0.000 

0.000,4.704 

0.000,0.000 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

H of BLQ/ALQ Values 

17 

2636.817, NA 
2140.5686,519.1641 

1703-196 

0.000, 7252630 

0.000, 7252,530 

1/0 

28 

3.352, NA 

10.3068, 1.9478 

0.000 

0,000, 40.950 
0.000,36.120 

27/0 

<.0001 

29 

3277.052, 1978.544 
3205.0765,595.1678 
2646.905 

20.460, 17356.612 
65.136,6821.100 

0/0 

35 

10.165, NA 

38.8545,6.5676 

0.000 

0.000, 168.831 

0.000, 160.433 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

2839.652, NA 
2316.2775,545.9518 

2120.435 

0.000. 7949.267 

0.000,7949.267 

30 

20.049, NA 

78.3074,14.2969 

0.000 

0.000,420.910 

0.000, 107.331 

<.0001 

32 

2996.589, 1953.512 
2267.1090,400.7720 
2644.194 

58.I8S, 10073.384 

59.593. 7804.884 

35 

5.150, NA 

19.4133, 3.2815 

0.000 

0.000, 84.416 

0 000, 80.217 

<.0001 


' P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., <<1,234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented fur informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Covance CRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 28 of264) 


Biomarker: NNAL-O-Elucuronide ((pmol/24hrVciEarcttc per day) 

Analytical Lab: Madison 








Male 



Female 


Timcpoint 

Statistic 

Smokers 

Non-Smokers 

P-value 4 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of Ot.Q/ALQ Values 

17 

191.695, NA 
154.3645. 3 7.4389 
120.232 

0.000, 574.157 

0.000, 574.157 

1/0 


NA 

32 

178.194, 141.777 
[19.7548,21.1699 

165.201 

12.810, 585.911 
47.073,437,301 

1/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MtN, MAX 

3%. 95% 

ff of BLQ/ALQ Values 

17 

203.742, NA 
132.0991.32.0387 
168.115 

0.000, 505.646 

0.000, 505 646 

I/O 


NA 

29 

201.878,143.136 
168.0591,31.2078 

147.793 

5.115, 826.505 

16.284, 517 290 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MtN. MAX 

5%. 95% 

18 

198.934, NA 
129.3352, 30.4846 
165.534 
0.000,539.902 

0.000,539.902 


NA 

32 

189.637, 151.404 

1 IS.5019,20.9484 

166.137 

14.547.520.326 

27.239, 476.665 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxoti rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<N.234’ will be used as T.234} far the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smnkets by Gender of 24-Hour Urine Riomarkers nf Exposure hy Timepoint and Overall 

(Page 29 of 264) 


Biomarker. NNAL-O-glucaronidc (pmol/mg Creatinine) Analytical Lab: Madison 




Male 




Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 


Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ff of BLQ/ALQ Values 

17 

2.232. NA 
2,1168,0.5134 

1,190 

0.000. 8.643 

0.000. 8.643 

1/0 

29 

0.027, NA 
0.1166,0.0217 

0.000 

0.000. 0.624 

0.000. 0.107 

29/0 

<0 OOl 


32 

2.590. 1.632 

2,0000, 0.3535 

2.237 

0,027,7.951 

0.082, 7.656 

I/O 

32 

0.000. NA 

0.0005,0.0001 

0.000 

0.000,0.003 

0.000,0.000 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

it of BLQ/ALQ Values 

17 

1.818, NA 

1.3733,0.3331 

1.355 

0.000,4.312 

0.000,4.312 

1/0 

28 

0.002. NA 

0.0056, 0.0011 

0.000 

0.000, 0.023 

0.000, 0.019 

27/0 

<0001 


29 

2.688,1.686 

2.1935, 0.4073 

1.939 

0.020. 9.761 

0.043, 6.968 
n/o 

35 

0.009, NA 
0.0359,0.0061 

0.000 

0.000,0.171 

0.000,0.131 

34/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2.037, NA 
1.6980,0.4002 

1,169 

0.000, 6.478 

O.nOO, 6.478 

30 

0.014, NA 

0.0576,0.0105 

0.000 

0.000.0.312 
0.000.0.065 

<.0001 


32 

2.618, 1.692 
1.9471,0.3442 

2.014 

0.035, 7.312 

0.051,7.084 

35 

0.005. NA 

0.0181,0.0031 

0.000 

0.000, 0.086 

0.000.0.066 

<0001 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ‘<t.2!4‘will be used as '1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 30 of 264) 


Biomarke r: NN AL-O-glucuronide ((pmol/mg CreatinineVcigarette per day) Analytical Lab: Madison 

Male 


Timepoint 

Statistic 

Smokers 

Week 1 

N 

17 


MEAN, GEO MEAN 

0.211. NA 


SO. SE 

0.3990,0.0968 


MEDIAN 

0.119 


MIN, MAX 

0.000, 1.729 


5%, 95% 

O.OOO, 1.729 


H of BLQ/ALQ Values 

1/0 

Week 3 

N 

17 


MEAN, GEO MEAN 

0.165, NA 


SD.SE 

0.1919,0.0466 


MEDIAN 

0.108 


MIN. MAX 

0.000,0.852 


5%, 95% 

0.000,0.862 


It of BLQ/ALQ Values 

1/0 

Overall* 

N 

18 


MEAN, GEO MEAN 

0.184, NA 


SD, SE 

0.2853, 0.0072 


MEDIAN 

0.103 


MIN. MAX 

0000,1.296 


5%, 95% 

O-OOO, 1.296 


Non-Smokers 


P-value" 


NA 


NA 


NA 


Smokers 


32 

0.156,0.124 

0.1057,0.0187 

0.125 

0.007,0.510 

0.041,0.364 

NO 

29 

0.170,0.122 
0.1322.0.0245 
0.122 

0.005, 0.494 
0.011,0.465 
0/0 

32 

0.166.0.132 

0.1068,0.0189 

0.140 

0.009.0.488 

0.023,0.364 


Female 


Non-Smokers 


P-value" 


NA 


NA 


NA 


NOTE: Values listed were normalized by laking the original biomarker and dividing rl by me nuillDer or cigarettes touna in question a or me wcexry survey tor « 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply ns the BLQ/ALQ values were converted to the limit 
oflhe quantification (e.g., ’<1.234* will be used as ’1.234) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

NOTE: The NNAL and NNAL-gluc data is presented for informational purposes only. The assay used for analysis was not validated, and therefore, 
the data for these analytes is not valid. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 31 of264) 


Biomarker: Cotinine (ug/24hr) Analytical Lab: Harrogate _ 




Male 



Female 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokere 

Non-Smokers 

P-value 3 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALO Values 

18 

1583-977, 1226.756 
920.8075,217.0364 
1908.816 
26.790,3201.831 

26 790, 3701 831 

0/0 

30 

4.187,2.268 

6.2628,1.1434 

1.830 

0.530, 27.900 

0 715.3.0 140 

19/0 

<.0001 

32 

1833 759, 1377 866 
1274.5169,225.3049 

1583.006 

50.050, 6435.660 

308 979, 3606 938 

0/0 

35 

2.289, 1.974 
1.3989,0.2365 

1.950 

0.570,6.912 

0 800, 6 875 

30/0 

<.0001 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

1784.287, 1256.439 
902.3151,212.6777 
1769.274 

13 950,3133.273 
13.950.3133.273 

0/0 

30 

5.196,2,549 

10,7544,1.9635 

1.917 

0.625,59 280 

0.815,13.221 

18/0 

<.0001 

31 

1837,173. 1433.924 
1174.1091,210.8762 
1686.630 

148.738.4366 890 

350.900,4252.954 

0/0 

35 

2.387,2.083 

1.3526,0.2286 

2.200 

0.660, 7 795 

0750, 4.875 

29/0 

<.0001 

Week 3 

N 

MEAN, CEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# orBLQ/ALQ Values 

17 

2040.610, 1231.977 
1576.7984,382.4298 
1600.5.36 

6.393, 5162.740 

6.393, 5162.740 

0/0 

30 

3.809, 2.464 

5.2300,0.9549 

2.032 

0.750,25.870 

1.072,15.370 

18/0 

<.0001 

29 

1902.946, 1558.715 
1132.3107,210 2648 
1655.220 

225.246,4886.167 

391,688,3866.576 

0/0 

35 

2.248,2.050 

1.0814,0.1828 

2.050 

0.940, 6.420 

0.990, 4.740 

32/0 

<•0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

1830.019, 1303.963 
1019.6382.240.3310 
1786.237 

15.711,3774.690 
15.711,3774.690 

30 

4.397,2.599 

6.2744.1.1455 

1.991 

0.787,30.043 

1.092,16.027 

<.0001 

32 

1818.890, 1460.495 
1095.3362.193.6299 
1681.960 

141.345,448.3.278 

374.266, 3982.288 

35 

2.308, 2.091 

1.0681. 0.1805 

2.150 

0.967, 5.145 

0980, 4.770 

<.0001 


1 P-value from Wrlcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects, Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <c.g„ '<1.234' will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 32 of 2641 


BiomaAer: Colinine (nraol/24hr) Analytical tab: llarrogate 




Male 



Female 


Timepoint 

Statistic 

Smokos 

Non-Smokets 

P-value* 

Smokers 

Non-Smokers 

P-value‘ 

Week I 

N 

MEAN,GF.OMF.AN 

SD.SE 

MEDIAN 

MIN, MAX 

5%, 93% 

tf of DLQ/ALQ Values 

18 

9556.568, 6961.841 
5225.5828, 1231.6817 
10832.531 

152.033, 18170.391 
132.033, 18170.391 

0/0 

30 

23 762. 12 871 
35.5415,6.4890 

10.383 

3.008,158.333 

4.058,114.295 

19/0 

<0001 

32 

10406.583,7819.392 
7232.8836, 1278.6053 
8983.556 

284.034,36522.371 
1753.456, 20469.373 

0/0 

35 

12 989, II 201 
7.9390,1.3419 

11.066 

3.2.35, 39.226 

4.540, 38.732 

30/0 

<-0001 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

10125.830,7130.292 
5120.6381, 1206.9460 
10040.630 

79.166, 17781,324 

79.166, 17781.324 

0/0 

30 

29.490,14.455 
61.0312,11,1427 

10.879 

3.547, 336.414 

4.625,75.029 

18/0 

<.0001 

31 

10425.957, 8137.517 
6663.0694, 1196.7226 
9571,625 

844.088, 24782.101 
1991.358,24135.514 

0/0 

35 

13.549,11.824 

7.6759,1.2975 

12.485 

3.746, 44.237 

4.256, 27.666 

29/0 

<ooni 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

/* of BLQ/ALQ Values 

17 

11580.459, 6991.468 
8948.3309,2170.2890 
9083.042 

36.280,29298.550 

36.280, 29298.550 

0/0 

30 

21.615, 13.985 

29.6804, 5.4189 

11.532 

4.256, 146.812 

6.084, 87.225 

18/0 

<.0001 

29 

10799.218, 8845.710 
6425.8632,1193.2528 
9393.374 

1278.271,27728.998 

2222.829,21942.819 

0/0 

35 

12.756, 11.636 

6.1368, 1.0373 

11.634 

5.335,36.434 

5 618,26.90(1 

32/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

10385.356, 7399.989 
5786.4474, 1363.8787 
10136.892 
89.160,21421.368 
89.160,21421.3 68 

30 

24.956, 14.747 
35.6075,6.5010 

11.298 

4.464, 170496 
6.195,90.955 

<0001 

32 

10322.2(12,8288.311 
6216.0336, 1098.8499 
9545.122 

802.131.25442.605 

2123.957,22599.486 

35 

13.098,11.867 

6.0612. 1.0245 

12.201 

5.486,29 198 

5.562, 27.068 

<0001 


a P-value from Wilcoxon rank-sum test, 

" Overaij values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ^1.234’ will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 33 of264) 


Biomarkcr. Cotmlne ((ug/24hr)/dfiaret(e per day) Analytical Lab: Harrogate _ 

_Male_ _Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokets 

P-value" 

Week I 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

125.049,96.672 

89.1273.21.0075 

101.557 

8.930.385.805 

8.930, 385.805 

0/0 


NA 

32 

134.159.104.334 

118.92G2.21.0223 

98.981 

25.025.643.566 
29.911,304.113 

0/0 


NA 

Week 2 

N 

MEAN, GRO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

173.708,99.521 

287.4993.67.7642 

117.995 

4.650,1308.045 

4.650, 1308.045 

0/0 


NA 

31 

145.277, 116.936 
105.1783, 18.8906 

107.678 

32.188,485.210 

41.747, 342.365 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

if of BLQ/ALQ Values 

17 

155.573.115.877 

81.4576.19.7564 

160.120 

2.131.320.107 

2.131.320.107 

0/0 


NA 

29 

135.216,112.764 

B9.9849.16.7098 

111.844 

45.833, 335.938 

46.306, 330.911 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

150.028.108.591 
(40.5316,33.1236 

118237 

5.237, 671.319 
5.237,671.319 


NA 

32 

137.396,115.621 

94.0927, 16.6334 

102.109 

47.120,486.562 

48.557. 299.233 


NA 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

■ P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Binmarkers of Exposure by Tiroepoint and Overall 

(Page 34 of 2641 


Biomarker Cotmine {|nmoly21lirVciuan:ttL- per dayl Analytical Lab: Harrogate _ 

- Male ____ Female 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* _Smokers_Non-Smokers 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

709.652,548.614 


761.351,592.098 


SD, SE 

505.7971, 119.2175 


674.8723, 119.3017 


MEDIAN 

576.335 


561.716 


MIN, MAX 

50.678, 2189442 


142.017,3652.237 


5%. 95% 

50.678, 2189.442 


169.746.1725.843 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

985,790, 564.781 


824.446,663.612 


SD, SE 

1631.5586,384.5620 


596.8868,107.2040 


MEDIAN 

669.619 


611.073 


MIN. MAX 

26.389.7423.156 


182.668, 2753.S67 


5%, 95% 

26.389,742.3.156 


236 913,1942.924 


# Of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

882.879, 657.602 


767.351,639.936 


SD, SE 

462.2721, 112.1175 


510.6639, 94.B279 


MEDIAN 

908.683 


634.712 


MIN, MAX 

12.093,1816.608 


260.099, 1906.445 


5%. 95% 

12.093, 1816.608 


262.788,1877.918 


ff of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

851.411,616.255 


779.721, 656.148 


SD, SF. 

797.5169, 187 9765 


533.9762,94.3945 


MEDIAN 

670.996 


579 469 


MIN, MAX 

29.720,3809.735 


267.406,2761.241 


5%, 95% 

29.720,3809.735 


275.561,1698.146 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 


P-value* 

NA 


NA 


NA 


NA 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234’wiil be used as '1.2343 for the averages across visits within a subject thus eliminating all RI.Q/ALQ values fbrthe overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoitti and Overall 

(Page 35 of 264) 


Biomarker: Cotinine (pg/mg Creatinine) Analytical Lab: Harrogate 


TimcDoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value“ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1.448, 0.928 

0.003, NA 


1.697,1.202 

0.002, NA 



SD.SE 

1.3218, 0.3115 

0.0041.0.0008 


1.1734.0.2074 

0.0017.0.0003 



MEDIAN 

1.260 

0.001 


1.628 

0.002 



MrN, MAX 

0.025, 5.808 

0.000, 0.020 


0.042.4.207 

0.000.0.010 



5%, 95% 

0.025, 5 808 

0.000, 0,010 


0.203, 3.903 

0.001,0.005 



4 of BLQ/ALQ Values 

0/0 

19/0 


0/0 

3Q/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.431.0.925 

0.004. NA 


1.499.1.139 

0.002, NA 



SD, SE 

1.1733,0.2765 

0.0102, 0.0019 


1.0524,0.1890 

0.0014, 0.0002 



MEDIAN 

1.264 

0.001 


1.250 

0.002 



MIN, MAX 

0.016,5.177 

0.000, 0.057 


0.148,4.123 

0.000,0.007 



5%, 95% 

0.016,5.177 

0,000, 0.007 


0.275,3.337 

0.001,0.005 



# of BLQ/ALQ Values 

0/0 

18/0 


0/D 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

1.378,0.893 

0.002, NA 


1.745,1.329 

0.002, 0 002 



SD, SE 

0.9164,0,2223 

0.0028, 0,0005 


1.3149,0.2442 

0.0015, 0.0003 



MEDIAN 

1.292 

0.001 


1.410 

0,002 



MIN. MAX 

0.006, 3.315 

0.000, 0.014 


0.224,5.186 

0.001,0.009 



5%, 95% 

0.006, 3.315 

0.000, 0.009 


0.383,4.641 

0.001,0.005 



# ofBLQ/ALO Values 

0/0 

18/0 


0/0 

32/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1.412,0.957 

0.003. NA 


1.666,1.253 

0.002, NA 



SD, SE 

1.0606,0.2500 

U.0049, 0.0009 


1.1632,0.2056 

0.0013,0.0002 



MEDIAN 

1.295 

0.001 


1.349 

0.002 



MIN, MAX 

0.016,4.572 

0.000, 0.026 


0.138,4.505 

0.000, 0.006 



5%, 95% 

0.016,4.572 

0.001,0.009 


0.266. 3.886 

0.001,0.006 



“ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as ’1.234 T ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 36 of 264) 


Biomarker: Coilnlne (nmol/mg Creatinine) 

Analytical Lab: Harrogate 









Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-Yilue‘ 

Smokers 

Nan-Smokers 

P-value’ 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9S% 

# of RLQ/ALQ Values 

18 

8.216, 5.264 

7.5011, 1.7680 

7.151 

0.142,32.960 

0.142,32.960 

0/0 

30 

0.015, NA 

0.0234, 0.0043 

0.006 

0.000,0.114 

0.000, 0.057 

19/0 

<0001 

32 

9.630.6.822 

5.6590, 1.1772 

9.239 

0.238, 23.875 

1.152. 22.150 

0/0 

35 

0.012. N A 
0.0094,0.0016 

0.011 

0.000,0.057 

0.006,0.028 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

8.122,5.249 

6,6582, 1.5693 

7.174 

0.091,29.379 

0.091,29.379 

0/0 

30 

0-022, NA 
0.0577,0.0105 

0.006 

0.000, 0.323 

0.000, 0.040 

18/0 

<0001 

31 

8.506,6.461 

5.9724,1.0727 

7.094 

0.840,23.398 

1.561,18.937 

0/0 

35 

0.012. N A 
0.0080,0.0013 

0.011 

n.ooo, 0.040 

0.006, 0.028 

29/0 

<.0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

7.819. 5.065 

5.2007, 1.2614 

7.332 

0.034, 18.813 

0.034. 18.813 

0/0 

30 

0.012, NA 

0.0158, 0.0029 

0.006 

0.000, 0.070 
n.noo, 0.051 

18/0 

<0001 

29 

9.903, 7.544 

7 4619,1,3856 

8.002 

1.271,29.431 

2.174,26.338 

0/0 

35 

0.012,0.010 

0.0087, 0.0015 

0.011 

0.006,0.051 

0.006,0.028 

32/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

8.016, 5.428 

6.0188.1.4(86 

7.346 

0,089.25.944 

0.089,25.944 

30 

0.017, N A 

0.0278, 0.0051 

0.008 

0.000,0.149 

0.004, 0.051 

<.0001 

32 

9.455, 7.113 

6.(5015, 1.1670 

7.653 

0.783,25.568 
1.510,22.053 

35 

0.012,0.010 

0.0073,0,0012 

0.009 

0.002,0.036 

0.006.0.032 

<.0001 


* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subjeci, Ihen calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g.. ’<1.234’will be used as ’1,234’)for the averages across visits within o subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 37 of264) 


Burmarkcr: Cotinine [iug/mg Creatini nei/cie arette perdayl Analytical Lab:Harrogate 


Male 


P-valiie* 


Smokers 


Female 


Non-Smokers 


P-value' 


Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

0.145.0.073 



0.120.0.091 



SD, SE 

0.2624,0.0618 



0.0945, 0.0167 



MEDIAN 

0.073 



0.098 



MIN, MAX 

0.008, 1.162 



0.021.0.390 



5%, 95% 

0.008, 1.162 



0.026.0.366 



#of BLQ/ALQ Values 

n/n 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

0.216, 0.073 



0.118,0.093 



SD, SE 

0.5939, 0.1400 



0.0803,0.0144 



MEDIAN 

0.070 



0.095 



MIN, MAX 

0.005,2.589 



0.023.0.336 



5%, 95% 

0.005.2.589 



0.025, 0.303 



#nfBLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

0 121,0.084 



0.127,0.096 



SD. SE 

0.1159,0.0281 



0.1158, 0.0215 



MEDTAN 

0.106 



0.096 



MIN, MAX 

0 002, 0.546 



0.031,0.580 



5%. 95% 

0.002, 0.546 



0.035,0.321 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall* 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

0.159, 0.080 



0.124,0.099 



SD. SE 

0.3206, 0.0756 



0.0900.0.0159 



MEDIAN 

0 087 



0.105 



MIN, MAX 

0.005,1.432 



0.034,0.435 



5%. 95% 

0.005,1.432 



0.035,0.311 



■ P-value from Wilcoxon rank-sum lest. 

■ Overall values calculated by first averaging the results across visits within a subject, ttien calculating the descriptive statistics across subjects. Count ofBT.Q/Al Q values does not apply as the BLQ/ALO values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as '1.234') for the averages across visits within a subject thus eliminating all BLO/ALO values for the overall Statistics. 
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Tahle 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkets of Exposure by Timepoint and Overall 

{Page 38 of 254) 


Biomarker: Cotinine ((nmol/mg Creatinincl/cigarette per day) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN. GEO MEAN 

0.825,0.415 



0.679,0.517 




SD, SE 

1.4884,0.3508 



0.5367,0.0949 




MEDIAN 

0.411 



0.554 




MIN, MAX 

0.047, 6.592 



0.119, 2,215 




5%. 95% 

0.047, 5.592 



0.149, 2.078 




ft of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

1,223,0.416 



0.667, 0.527 




SD, SE 

3.3696,0.7942 



0.4562,0.0819 




MEDIAN 

0.398 



0.540 




MIN, MAX 

0.030, 14.690 



0.129,1.909 




5%, 95% 

0.030, 14.690 



0.142,1,721 




U of Ri.Q/AT.Q Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0.688, 0.476 



0.722,0.546 




SD, SE 

0.6579, 0.1596 



0.6568,0.1220 




MEDIAN 

0.599 



0.544 




MIN, MAX 

0.011,3.099 



0.177,3.292 




5%, 95% 

0.011.3 099 



0.201,1.821 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall' 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.904,0.454 



0.703,0.563 




SD, SE 

1.8194,0.4288 



0.5114,0.0904 




MEDIAN 

0.493 



0 593 




MIN. MAX 

0.029, 8.127 



0.190,2.472 




5%. 95% 

0.029, 8,127 



0.199,1.767 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

' P-value from Wilcoxon rank-sum rest. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjccta. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234) for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics 
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Table H.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 39 of 264) 


Rinmflrfcer flotinine Analytical Lab: Harrocatc _ 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

IS 

30 

<.0001 

32 

35 

<.0001 


MEAN. GEO MEAN 

1001.8,749.5 

2.3, 1.5 


1044.9, 787.0 

12,1.1 



SD, SE 

574.80,135.48 

2.91,0.53 


650.99, 115.08 

0.69. 0.12 



MEDIAN 

925.7 

i.O 


911.1 

1.0 



MTN, MAX 

19.0,2263.4 

1.0,14.1 


18.2, 2626.8 

1.0,4.8 



5%, 95% 

19.0, 2263.4 

I 0,10.0 


226.0, 2534.2 

(.0.2.2 



# of BLQ/ALQ Values 

0/0 

19/0 


0/0 

.30/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

1183.3, 887.6 

2.7,1.6 


1138.3,880.3 

1.2,1.1 



SD, SE 

626.79, 147.74 

4.14,076 


877.59, 157.62 

0.40, 0.07 



MEDIAN 

1065.2 

1.0 


975.4 

1.0 



MIN. MAX 

15.5.2343.3 

1.0,20.8 


81.5,4778.6 

1.0. 2.5 



5%, 95% 

155,2343.3 

1.0.11.7 


221.4,2646.6 

1.0,2.4 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1107.1,728.7 

2,1,1.4 


1068.7,908.3 

1.1, 1.0 



SD, SE 

744.03, 180.45 

3.49, 0.64 


570.14, 105.87 

0.46.008 



MEDIAN 

844.3 

1.0 


1005.9 

1.0 



MIN, MAX 

6.1.2858.1 

1.0,19.9 


121.1,2580.2 

1.0,3.7 



5%. 95% 

6.1,2858.1 

1,0,5.3 


311.8,2101.4 

LO, 1.2 



U of BLQ/ALQ Values 

0/0 

18/0 


0/0 

32/0 


Overall’ 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

1101.6, 829.0 

2,3.1.6 


1062.8. 856.8 

LI. LI 



SD, SE 

549.70, 129.57 

2 96,0 54 


659.30, 116.55 

0.42,0.07 



MEDIAN 

1065.0 

1.1 


914.3 

1.0 



MIN, MAX 

13.5, 1962.5 

1.0,13.9 


73.6,3090.2 

1.0.2.8 



5%, 95% 

13.5,1962.5 

1.0,10.6 


275.9. 2617.9 

1.0, 2.7 



" P-value from Wilcoxon rank-sum test. ^ , . , .. .. 

' Overall values calculated by first averaging the results across visits wilhin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234’will be used as ’1.234’) for the averages across visits wirhin a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 40 of 264j 

Biomarker: Cotinine (ttmol. L) Analytical Lab: Harrogate 




Male 



female 


Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-vaiue* 

Weckl 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

5685.4,4253.4 

12.8,8.8 


5930.1, 4466.2 

6.8.6.3 



SD. SE 

3262.01,768.86 

16.53,3.02 


3694.37, 653.08 

3.89,0.66 



MEDIAN 

5253.1 

5.7 


5170.2 

5.7 



MfN, MAX 

107.8, 12844.8 

5.7, 80.0 


103.3, 14907.1 

5.7, 27.2 



5%, 95% 

107.8,12844.8 

5.7,56.8 


1282 6. 14381.6 

5.7, 12.5 



ft of BLQ/AT Q Value* 

fl/0 

19/0 


0/0 

30/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

6715.1,5037.2 

15.3,9.3 


6459.7, 4995-6 

6.6, 6.4 



SD ? SE 

5557.04, 838.40 

23.49,4.29 


49SQ.33, 894.49 

2.24,0.38 



MEDIAN 

6045.1 

5.7 


5535.4 

5.7 



MIN, MAX 

88.0,13298.2 

5.7,118.0 


462 5, 27118.6 

5.7.14 2 



5%, 95% 

88 0,13298.2 

5.7. 66.4 


1256.4,15019.5 

5.7,13.6 



ft of BLQ/ALQ Values 

010 

18/0 


0/0 

29/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

6282.8,4135.0 

11.7,8.0 


6064.6, 5154.5 

6.2, 6.0 



SD, SE 

4222.34, 1024.07 

19.79, 3.61 


3235.56, 600.83 

2.50, 0.44 



MEDIAN 

4791.4 

5.7 


57085 

5.7 



MTN, MAX 

34.6,16219.7 

5.7,112.9 


687.2, 14642.6 

5.7,21.0 



5%. 95% 

34.6,16219.7 

5.7.30.1 


1769.5,11925.4 

5.7. 6.8 



# of BLQ/ALQ Values 

0/0 

18/0 


0/0 

32/0 


Overall’ 

N 

18 

30 

<.000! 

32 

35 

<0001 


MEAN, GEO MEAN 

6251.7, 4705.3 

13.3,9.2 


6031.5, 4862.6 

6.5, 6.3 



SD, SE 

3119.51,735.28 

16.80,3.07 


3741.56, 661.42 

2.38. 0.40 



MEDIAN 

6043.6 

6.4 


5188.9 

5.7 



MSN. MAX 

76.8.11137.0 

5.7,78.7 


417.7,17537.1 

5.7,15.9 



5%. 95% 

76.8,11137.0 

5.7,60.2 


1566.0, 14856.4 

5.7,15.5 



' E-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/-ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '<] .234’ will be used as T.234j) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2,2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 41 of 264) 






Male 



Female 



Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-vatae' 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

74.8,59.1 



74.2,59.6 




SD.SE 

53.02, 12.51) 



52.55,9.29 




MEDIAN 

59.0 



58.2 




MTN, MAX 

6.3, 200.9 



9 1,262.7 




5%, 95% 

6.3. 200.9 



15.1,162.2 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN. GEO MEAN 

116.5.70.3 



87.7,71.8 




SD, SE 

135.29,43.67 



61.81, H.10 




MEDIAN 

72,0 



67.8 




MIN, MAX 

5.2, 843.9 



22.1,294.1 




5%. 95% 

5.2. 843.9 



30.9,238.9 




If of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN. GEO MEAN 

108.7, 68.5 



80.3,65.7 




SD, SE 

127.80,31.00 



61.09.11.34 




MEDIAN 

68.5 



62.0 




MIN. MAX 

2.0,571.6 



20.8,322.5 




5%. 95% 

2.0,571.6 



29.5,175.1 




# of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

90.2, 68.4 



80.5,67.6 




sn, $f. 

115.70,27.27 



54.54,9.64 




MEDIAN 

r>5.7 



63.1 




MIN. MAX 

4.5,538.8 



19.3,293.1 




5%, 95% 

4.5,538.8 



31.8,161.5 




NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 


' P-valuc from Wilcoxan rank-sum test. , . 

1 Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg.. '<1.234' will be used as T .2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 42 of 264) 


Biomatker Cotin me ((ntnol/Lydgarette per day) Analytical Lab: Hanrogare 


Male_ _ Female 


Timepoini 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokeis 

F-value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

424.5,335.2 



421.2,338.2 




SD.SE 

300.93, 70.93 



298.22,52.72 




MEDIAN 

334.6 



330.1 




MIN, MAX 

35.9,1140.3 



51-7, 1490.7 




5%, 95% 

35.9,1140.3 



85.7, 920.5 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

661.1,399.0 



497.6,407.4 




SD.SE 

1051.52,247.85 



350.77,63.00 




MEDIAN 

408.4 



385.0 




MIN, MAX 

29.3,4789.2 



125.6, 1668.8 




5% 95% 

29.3,4789.2 



1755,1355 9 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

616.9, .188.9 



455.8,372.9 




SD, SE 

725.28, 175.91 



346.75,64.39 




MEDIAN 

388.5 



352.1 




MIN, MAX 

11.5,3243.9 



118 0, 1830.3 




5%. 95% 

11.5,3243.9 



167.4,993.8 




ft of BLQ/ALQ Values 

0/0 



0/0 



Overall* 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

562.7, 388.1 



456.8, 383.6 




SD, SE 

656.63, 154.77 



309.55, 54.72 




MEDIAN 

372.5 



mn 




MIN, MAX 

25,6,3057.8 



109,8. 1663.3 




5%, 95% 

25.6,3057.8 



180.6,916.8 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

’ P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., *<1.234’will be used as ’1.234 T ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438703 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine BiomaTkers of Exposure by Timepoint and Overall 

(Page 43 of 264) 


Biontarker: Cocinine-N-slucuronide (nmol/L) 

Analytical Lab: Harrogate 









Male 



Female 



Timepoint Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value" 



Week 1 

N 

MEAN, OEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofHLQ/AIQ Values 

IS 

12775.686,5928.173 
15906.0495, 3749.0918 
6149.147 

71.505, 58435.475 

71.505, 58435.475 

0/0 

30 

12.447, NA 
24.9161,4.5490 

2.554 

0.000,121.445 
0.000,49.373 

19/0 

<.000! 

32 

11946.851,6284.199 

12768.6173,2257.1940 

6802.623 

103.285,57183.003 

193.518,41739.058 

0/0 

35 

3.616, NA 

7.5616, 1.2781 

0.000 

0.000, 31.780 

0.000, 23.268 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLO/ALO Values 

18 

12429.228,6666.938 

HOI 7.9902,3304.U720 
8346.791 

73.775, 60546.008 

73.775, 60546.008 

0/0 

30 

14.169, NA 
24.9605.4.5571 

2.554 

0.000.92.503 

0,000.71.505 

18/0 

<.0001 

31 

15118.109, 8074.155 
16526.0875.2968.1729 
6741.333 

286.588. 77152.193 
.310.423,42263.995 

0/0 

35 

4.232, NA 

7.1484, 1.2083 

0.000 

0.000, 24.970 

0.000. 20.430 

29/0 

<.000! 

Week 3 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MtN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

9575.361,5758.281 
7119.6849, 1726.7772 
8817.815 

81.153.23770.305 

81.153, 23770.305 

0/0 

30 

8.929, NA 

16.0375. 2.9280 

1.987 

0 000.78.883 
0.000,36.320 

18/0 

<0001 

29 

12155.165, 7318.112 
10191.6726,1892.5461 
8595.355 

160.035. 37456.135 

900.623, 29846.528 

0/0 

35 

2.659, NA 

6.5387, 1.1052 

0.000 

0.000, 28.943 

0.000,19.853 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

11720-704,6790.708 

10966.1100,2584.7369 

9090.310 

75.478, 44996.319 

75.478, 44996.319 

30 

11.848, NA 

18.0395, 3.2936 

4.351 

0.000.74.910 

0.000,52.400 

<0001 

32 

12733.509, 7363.967 
12218.3039,2159.9114 
7428.198 

221.325, 53864.641 
430.165,31626.019 

35 

3.502. NA 

6.1746, 1.0437 

0.568 

0.000, 23.268 

0.000, 23.079 

<.0001 


* p-value from Wilcox on rank-sum test. 

* Overall values calculated by firsL averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '-<] .234’will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438704 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14 11.1 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 44 of264) 


Biomarker: Cotinme-N-ciitcuronide ((nmol/LVcigarette per day) 

Analytical I-ati: Hartoeate 






Mate 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-valuc 1 

Smokers 

Non-Smokers 

P-value* 


Weekl 

N 

18 

NA 

32 


MEAN, GEO MEAN 

810.916,467.157 


734.934,475.851 


SD.SE 

921.7349,217.2550 


688.4226,121.6971 


MEDIAN 

456.287 


586.977 


MIN. MAX 

23.835, 3712.490 


31,643, 2599.227 


5%, 95% 

23.835, 3712.490 


64.506,2470.157 


tfof BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

850.290,528.079 


1034.785, 658.445 


SD.SE 

723.5844, 170.5505 


992,6234,178.2804 


MEDIAN 

793.291 


590.995 


MIN, MAX 

24.592, 2367,300 


103.474.3857.610 


5%, 95% 

24 592, 2367.300 


126.571,3761.075 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, CEO MEAN 

949.137,541.612 


826.740, 529.423 


SD, SE 

1090.5024,264.4857 


717.1538, 133.1721 


MEDIAN 

533.582 


606.714 


MIN, MAX 

27.051,3961.718 


32.007.2846.864 


5%, 95% 

27.051,3961.718 


100.391,2497.076 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

866.997,562.016 


862.992, 577,351 


SD, SE 

720.6777, 169 8654 


745 8771, 13! 8537 


MEDIAN 

667.112 


698.097 


MIN, MAX 

25.159,2522.024 


66.662,3026.032 


5%, 95% 

25.159,2522.024 


128.640,2758.029 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

• P-vflluc from Wilcoxon rank-sum teat. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nor apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ’1.2340 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438705 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Tabic 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 45 of 264) 


Biomarker: Cotinine-N-alucuronide (nmol/24hr) Analytical Lab: Hairoeaie 




Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-StiKjfcere 

P-vahie* 

Smoke re 

Non-Smokers 

P-vahie‘ 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

4 of BLQ/ALQ Values 

18 

17099.631,9702.851 

16437 8673,3874.4425 
14284.827 

100.822. 68661.663 

100.822, 68661.683 

0/0 

30 

18.077, NA 

31.1255,5 6827 

2.645 

0,000, 106.872 

0.000, 106.084 

19/0 

<.0001 

32 

17856.776,11002.526 

14914 8964,2636.6061 
13051.204 

284.034, 60518.854 
561.202,52173.823 

0/0 

35 

7.214, NA 

17 8516, 3.0175 

0.000 

0.000, 75.621 

0.000, 72.395 

30/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

U of BLQ/ALQ Values 

18 

15578.821,9437.531 

12680.2255,2988.7578 

14129.657 

66.398,54491.407 

66.398, 54491.407 

0/0 

30 

23.010, N A 

43.7941, 7.9957 

2.566 

0.000,203.789 

0.000,103 001 

18/0 

<.0001 

31 

19694.1(35,13152.196 
15548.2161,2792.5421 
14973.828 
453.218,68665.452 
523.023, 55851.960 

0/0 

35 

8.773, NA 
15.3683,2.5977 

0.000 

0.000, 54.934 

0 000. 44 129 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

17262.737,9735.883 

13557.2368,3288.1129 

14321.885 

85.048,48342 568 
85.048,48342.568 

0/0 

30 

15.560, NA 

27.1386,4.9548 

3.388 

0.000, 105.328 

0.000,102.548 

18/0 

<•0001 

29 

18129.673, 12558.609 
11936.9451,2216.6351 
17400.969 

224.049,48692.976 
1675.159.37176.403 

0/0 

35 

5.147, NA 
13.0225,2.2012 

0.000 

0.000. 52 637 
0.000,50.216 

32/0 

<,0001 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

16709.630,10031.393 
13467.4893,3174.3177 
16731.447 

84.089,57165.219 

84.089, .47165.219 

30 

18.882, NA 
29.3085,5.3510 

4 780 

0.000,104.966 

0.000,97.288 

<.0001 

32 

18082.402, 12337.0R2 
13234.2559,2339.5080 
15450.516 
412.823,46589.501 
827.405,46579.291 

35 

7.045, NA 
13.1343,2,2201 

0499 

0.000,48.839 

0.000,42.815 

<.0001 


‘ P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging Ihe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438706 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaricers of Exposure by Timepoint and Overall 

{Page 46 of264) 


Bioniarker. Cotimne-N-elucuronide ((ntnol/24hrVci£arette per day) 

Analytical Lab: Harrogate 






Male 



Female 


Timepoint Statistic Smokers 

Nop-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-valuc 1 * 


Week 1 

N 

18 

NA 

32 


MEAN. GEO MEAN 

1093.850, 764.612 


1145.880.833.131 


SD,SE 

885.5225,208.7)97 


1096.2961,193.7996 


MEDIAN 

830.688 


855.081 


MIN, MAX 

33.607,3229.867 


90.023,6051.885 


5%, 95% 

33.607, 3229.867 


142.017,3069.048 


# of ELQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

1075.089, 747.534 


1451.953, 1072.558 


SD, SE 

811.5326, 191.2801 


1335.1913.239.8074 


MEDIAN 

860.829 


1020.252 


MIN, MAX 

22.133, 3361.488 


151.073,6205.773 


5%, 95% 

22.133,3361.488 


443.000, 4389.603 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

1362.232, 915.736 


1216.198,908.543 


SD, SE 

1000.7132, 242.7086 


847.6669,157.407B 


MEDIAN 

1273.684 


995.011 


MIN, MAX 

28.349,4080.569 


44.810, 3246.198 


5%. 95 % 

28.349.4080.569 


196.849,3033.231 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1169.703, B39.791 


1268.057,971.106 


SD, SE 

760.8145, 179.3257 


T 006 9570. 178 01157 


MEDIAN 

909.152 


922.614 


MIN, MAX 

28.030,2578.398 


127.650,5059.513 


5%, 9554 

28.030,2578.398 


276,448,2748.884 


NOTE: Values listed were normalized by taking The original biomurker ami dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the RLQ/ALQ values were converted to the limit 
of the quantification (e.g.» ’< 1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLtyAlQ values for the overall statistics. 
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PM3006438707 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 47 of 264) 


Btomarker: Cntlnlne-N-glucuronlde (nmol/mg Creatinine) Anal yti cal l^ab; Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value 1 

Week 1 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

11.128.7.340 

7.4252, 1.7501 

10.082 

0.095, 27.231 
<1.095,27.231 

0/0 

30 

0.011, NA 

0.0210,0 0038 

0.002 

0.000.0.075 

0.000.0 066 

19/0 

<.0001 

32 

14.577,9 595 

10.3373, 1.8274 

14.598 

0.236, 37.108 

0.507. 36 704 

0/0 

35 

0.006, NA 

0.0136,0.0023 

0.000 

0.000,0.055 

0.000,0.04Q 

30/0 

<.0001 

Week 2 

N 

MEAN. GEO MEAN 
SD, SE 
MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

10.408. 6.935 

6.8410, 1.6124 

10.268 

0 074, 26 175 
0.074,26,175 

0/0 

30 

0.016, NA 
0.0371,0.0068 

0.002 

0.000,0 195 
0.000.0,058 

18/0 

<.0001 

31 

15.196, 10.444 
11.8468,2.1277 

13.259 

0.392, 53.877 
0.522,38.730 

0/0 

35 

0.007, NA 
0.0122,0.0021 

0.000 

0.000, 0.045 

0.000,0.0.39 

29/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 
MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

11,268, 7,027 

7.7146, 1.8711 

9.472 

0.075,22.527 

0.075,22.527 

0/0 

30 

0.008, NA 
0.0151,0.0028 

0.002 

0.000,0.060 
0.000,0.057 

18/0 

<•0001 

29 

15.296, 10.711 
11.2894,2.0964 

14.211 

0.264.49.743 

1.668, 40.962 

0/0 

35 

0.005, NA 

0,0138,0.0023 

0.000 

0.000. 0.067 

0.000.0.035 

32/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 
SD. SE 
MEDIAN 

MIN, MAX 

5%. 95% 

18 

10.959, 7.253 

7 0907, I 6713 

11.094 

0.081,23.794 

0.081.23.794 

30 

0.012, NA 

0 0708,0 0038 

0.002 

0.000,0.091 

0.000,0.061 

<.0001 

32 

14.900, 10.481 

10.5712. 1.8687 

14.601 

0.388, 38.906 

0.809, 38.799 

35 

0.006, NA 
0.0119,0.0020 

0.000 

0.000,0.049 

0.000.0.038 

<-0001 


a P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' wilt be used as ’1.234') for the averages across visits within a subjeetthus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438708 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Huur Urine Biomarkers of Exposure by Tin repoint and Overall 

iPage 48 of 264) 


Biomarker: Cotinine-N-elucuronide [fnmol/mc CreatinineVciearette per day) 

Analytical Lab: Harrogate 





Male 


Female 


Timepoint Statistic Smokers 

Non-Smokers P-value* 

Smokers 

Non-Smokers 

P-value' 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.885.0.579 


0918,0.727 


SD.SE 

0.8592, 0.2025 


0.6984.0.1235 


MEDIAN 

0 508 


0.761 


MIN, MAX 

0,032, 2.946 


0.118,3.670 


5%. 95% 

0.032, 2.946 


0.169,2.137 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

0 955, 0.550 


1.108,0.852 


SD.SE 

1.4836, 0.3497 


0.9291,0.1669 


MEDIAN 

0.550 


0.839 


MIN, MAX 

0.025,6.653 


0.131,4.303 


5%, 95% 

0,025, 6.653 


0.403.2.843 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.980, 0.661 


1.069,0775 


SD.SE 

0.8366. 0.2029 


1.0407,0.1933 


MEDIAN 

0.722 


0,772 


MIN, MAX 

0.025. 3.082 


0.053,5.120 


5%, 95% 

0.025,3.082 


0.209,3.316 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall 4 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0,933,0.611 


1.044,0.824 


SD, SE 

0.9816,0.2314 


0.8336,0.1474 


MEDIAN 

0.617 


0.830 


MIN, MAX 

0.027, 4.227 


0.118,4.364 


5%, 95% 

0.027, 4.227 


0.325,2.594 


NOTE; Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

8 P-value from Wrlcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as T.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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PM3006438709 


RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Tjmepotnt and Overall 

(Page 49 of 2641 


Biomarker: Nicotine (tig/24hr) Analytical Lab: Harrogate 




Male 



Female 


Timepoint 

Statistic 

Smokere 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN,GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

«i>r BLQ/ALQ Values 

18 

1685.1 89, 1137.843 

1101.8218,259.7019 
1444.194 
18.048,3521.714 
18.048,3521.714 

WO 

30 

7.857, 2456 
19.3657.3.5357 

1.619 

0.530.93.100 

0.780, 58.311 

18/0 

<.0001 

32 

1778.702, 1034.077 
1601.2984,283.0722 
1281.883 

76.527,5245.860 
83.814,5088.650 

0/0 

35 

2.202,1.896 
1.5415,0.2606 

1.900 

0.570,9,792 

0.800,3.350 

33/0 

<0001 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

1746.577, 1234.839 
992.7277,233.9882 
1592.530 
10.980,3494.785 
10.980,3494.785 

0/0 

30 

12.592,2.332 

54.8383, 10.0121 

1.680 

0.625, 302.670 

0.815,12.312 

22/0 

<oom 

31 

1840.681, 1134.230 
1545.7478.277.6245 
1490.076 

81.312, 5904.527 

94.792, 4764.320 

0/0 

35 

2.299,2.000 
1.4079,0.2380 

2.150 

0.660,8.514 

0.750,4.585 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2172.224,1008.701 
2176.7037,527.9282 
1269.580 

5.450, 6614 080 

5.450, 6614.080 

0/0 

30 

2.702,2,114 

2.5477, 0.4651 

1.900 

0.750, 13.650 

0.750, 7.259 

23/0 

<.0001 

29 

1952.179,1443.640 
1234.0737,229.1617 
1954.260 
55.800,4262.175 
417.200,4138.428 

0/0 

35 

2.116,1.974 
0.8139,0.1376 

2.030 

0.940,4.740 

0.990,3.350 

34/0 

<,0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

1878.760,1253.987 
1166.6214,274.9753 
1786.222 

11.493.3792.219 
11.493,3792 219 

30 

7.721,2.668 

22.2784, 4.0675 

1.863 

0.793, 121.310 

0.865, 33 074 

<.0001 

32 

1799.419,1211.436 

1353.6781.239.2987 

1574.517 

85.660, 4824.558 
130.092,4299 995 

35 

2.206,2.011 

0.9890,0.1672 

2.150 

0.967, 5.163 

0.980,4 270 

<0001 


3 P-value from Wilcoxon rank-sum test. 

' Overall values calculated hy first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g,, '<1.234' will be used as'! .234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values tor the overall statistics. 
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CovanceCRU Study No. 12226-8450 



Tabic 14.2.2-2 

Statistical Comparison Detween Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarktrs of Exposure by Timepoint and Overall 

(Page 50 of 264) 


Biomarker: Nicotine (nmol/2 4hr) Anal ytica l Lab: Harrogate 

Timepoint 




Male 



Female 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

N 

IS 

30 

<0001 

32 

35 

MEAN, GEO MEAN 

10389.190,7014.802 

48.501,15.139 


10965.699,6375.083 

13.578, 1 1.689 

SD, SE 

6792.7315,1601.0622 

119.3893, 21.7974 


9872.0048,1745.1404 

9.5034, 1.6064 

MEDIAN 

8903.456 

9.978 


7902.809 

11.714 

MIN. MAX 

Ill.266.217ll.367 

3.267, 573962 


471.789, 32340.727 

3.514, 60.368 

5%, 95% 

111.266,21711.367 

4.809, 359.487 


516.713,31371.527 

4.932, 20.653 

ffofBLQ/ALQ Values 

o/o 

18/0 


0/0 

33/0 

N 

18 

30 

<.0001 

31 

35 

MEAN, GEO MEAN 

10767.648, 7612.786 

77.631.14.378 


H347.798, 6992.529 

14.176, 12.327 

SD, SE 

6120.1664.1442.5371 

338.0780. 61.7243 


9529.5349,1711.5550 

8.6798, 1.4671 

MEDIAN 

9817.948 

10.357 


9186.319 

13.255 

MIN, MAX 

67.692,21545.350 

3.853, 1865.961 


501.288,36401.409 

4.069, 52.489 

5%, 95% 

67.692,21545.350 

5.024,77.136 


584.393,29372.033 

4.624,28,267 

n of BLQ/ALQ Values 

0/0 

22/0 


0/0 

32/0 

N 

17 

30 

<.0001 

29 

35 

MEAN, GEO MEAN 

13391.759, 6218.636 

16.659,13.035 


12035.184,8900.039 

13.046. 12,167 

SD, SE 

13419.3783, 3254.6773 

15.7057,2.8676 


7608.0647,1412.7821 

5,0180, 0.8482 

MEDIAN 

7826.961 

11.714 


12048.013 

12.515 

MIN, MAX 

33.599, 40775.803 

4.624,84.152 


344.007, 26276.309 

5.795, 29.222 

5%, 95% 

33.599, 40775.803 

4.624,44.752 


2572.038,25513.409 

6.103, 20.653 

U of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 

N 

18 

30 

<.0001 

32 

35 

MEAN, GEO MEAN 

11582.557, 7730.816 

47.597,16.446 


11093.418,7468.500 

13.600, 12.399 

SD. SE 

7192.2206.1695.2226 

137.3465,25 0759 


8345.4257,1475.2768 

6.0976. 1.0307 

MEDIAN 

11012.056 

11.484 


9706.899 

13,255 

MTN, MAX 

70.852, 23379.028 

4.891,747.878 


528.091,29743.402 

5.960,31.832 

5%, 95% 

70.852,23379.028 

5.331,203.904 


S02.015,26509.469 

6.042, 26.323 


Week 1 


Week 2 


Week 3 


Overall 


P-value* 


<.0001 


<.0001 


<.0001 


<. 000 ! 


* P-value from Wilcox on rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’< i .234’ will be used as 1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hoar Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 51 of264} 


Biomarker: Nicotine ({ug/24hrVcigarette per day) Analytical Lab: Harrogate 


Male 



Female 


limepoim Statistic Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value* 


Week I 

N 

18 

NA 

32 


MEAN, GEO MEAN 

134 044. 89.665 


107.059,78.302 


SD.SE 

131.8900. 3 L0868 


82.0618,14.5066 


MEDIAN 

114,896 


86.057 


MIN. MAX 

6,016. 590,746 


14.337,363.475 


5%, 95% 

6.016,590.746 


16.763,244.020 


#uf BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

196.148,97.810 


129.311,92.496 


SD.SE 

390.9936,92.1581 


102.5182,18.4128 


MEDIAN 

100.419 


85.370 


MIN. MAX 

3.660, 1747.393 


16,262, 376.716 


5%, 95% 

3.660, 1747.393 


16.394, 360.360 


H of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN. GEO MEAN 

142.448.94.877 


131,410.104.439 


SD.SE 

96.6999,23.4532 


87.7583, 16.2963 


MEDIAN 

145.831 


107.140 


MIN, MAX 

1.817,376.203 


13.950,422.898 


5%, 95% 

1.817, 376.203 


29.233,275.895 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall" 

N 

18 

NA 

32 


MEAN, GEO MEAN 

157.245, 104.761 


119.177,97.804 


SD.SE 

181.1319,42.6932 


75.5/88, 13.3606 


MEDIAN 

121.480 


96.236 


MIN. MAX 

3.831.849.365 


22.234.287.989 


5%, 95% 

3.831.849.365 


40.787,281.914 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as '1.234') for die averages across visits within a subject lluis eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Mon-Smoke re by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 52 of 2641 


Btomarker: Nicotine ((nmol/24hr)/cigarette per day) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN. GEO MEAN 

826.379, 552 787 


660.019, 482 733 


SD, SE 

813.1014, 191,6498 


505.9107. 89.4332 


MEDIAN 

708.333 


530.544 


MIN, MAX 

37.089, 3641.947 


88.388,2240.823 


5%, 95% 

.37.089, .3641.947 


103.343, 1504.383 


# of DLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

1209.249,602.998 


797.203, 570.239 


SD, SE 

2410.4749.568.1544 


632.0241, 113.5149 


MEDIAN 

619,084 


526.308 


MIN, MAX 

22.564. 10772.675 


100.258,2322.453 


5%, 95% 

22.564, 10772.675 


101.072, 2221.619 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

878.195,584.913 


810.142, 643.866 


SD, SE 

596.1545,144.5887 


541.0306, 100.4669 


MEDIAN 

899.047 


660.518 


MIN, MAX 

11.200,2319.289 


86.002,2607.168 


5%, 95% 

11.200,2319.289 


180.219. 1700.894 


U of BLQ/ALQ Values 

a>o 


0/0 

Overall’ 

N 

18 

NA 

32 


MEAN, GEO MEAN 

969.418, 645.850 


734.727, 602.959 


SD, SE 

1116.6774,263.2034 


465.9432, 82.3679 


MEDIAN 

748,925 


593.294 


MIN, MAX 

23.618,5236.332 


137.071, 1775.452 


5%, 95% 

23.618,5236.332 


251.451, 1737.999 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

1 P-value from Wilcoxcm rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e g., *<1.234’ will be used as ’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 

i 

I 
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Table 14.2.2-2 

Statist teal Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomaikere of Exposure by Timepoint and Overall 

(Page 53 of264) 


Biomaiker Nicotine ( ug/mg Creatinine) _ Anal yt ical Lab: Harrogate 


Time-point 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-vaJue’ 

Smokers 

Non-Smokers 

P-value’ 

Wed.: 1 

N 

IS 

30 

<0001 

32 

35 

-•.0001 


MEAN. GEO MEAN 

1.564.0.861 

0.005. NA 


1.543,0.902 

0.002. NA 



SD.SE 

1.9898,0.4690 

0.0106. 0.0019 


1.4185,0.2508 

0.0022,0.0004 



MEDIAN 

1.038 

0 . 00 ! 


1.072 

0.002 



MIN, MAX 

0.017, 8.892 

0 000, 0.044 


0.050,5.613 

0.000,0.014 



5%, 95% 

0.017, 8.892 

G.OOO, 0.041 


0-071.5.001 

0.001,0.003 



#of BLQ/ALQ Values 

0/0 

\m 


0/0 

33/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

1.463,0.906 

0.011, NA 


1.458,0.901 

0.002. NA 



SD, SE 

1.5262,0.3597 

0.0525,0.0096 


1,3118, 0.2356 

0.0014,0.0002 



MEDIAN 

1.135 

0.001 


1.262 

0.002 



MIN. MAX 

0.012,6.916 

0.000,0.289 


0.064, 5.630 

0.000,0.008 



5%, 95% 

0.012, 6.916 

0.000,0.014 


0.071,4.633 

0.001,0.004 



It of BLQ/ALQ Values 

0/0 

22/0 


WO 

32/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

1.392, 0.730 

0.001, NA 


1.667, 1.232 

0.002,0.002 



SD, SE 

1.1591,0.2811 

0.0015,0.0003 


1.1687, 0.2170 

0.0010, 0.0002 



MEDIAN 

1.218 

O.OOl 


1.493 

0.002 



MIN, MAX 

0.005,4.246 

0.000,0.008 


0.056, 5.060 

0.001.0.005 



5%. 95% 

0.005,4.246 

0.000,0.003 


0.357,4.177 

0.001,0.004 



# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1.477,0.920 

0.006, NA 


1.547, 1.032 

0.002, NA 



SD, SE 

1.3164,0.3103 

0.0201,0.0037 


1.2482, 0.2207 

0.0013.0.0002 



MEDIAN 

1.237 

0.001 


1.362 

0.002 



MIN, MAX 

0.011.5.866 

0 . 000 . 0.111 


0.061,5.434 

0.000. 0.007 



5%. 95% 

0.011.5.866 

0.000.0.015 


0.119,4.066 

0.001. 0,004 



" P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging The results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 1.234' will be used as '1,234‘) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic: 14.2.2-2 


Biomarker; Nicotine (nmol/mg Creatinine) 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 54 of 264) 

Analytical l^b: Harrogate 





Male 



female 


Timcpoint 

Statistic 

Smokers 

Nan-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Wrekl 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

9.640. 5.307 

12.2671,2.8914 

6.396 

0.105, 54.819 

0.105,54.819 

0/0 

30 

0.028. NA 

0.0654,0.0119 

0.006 

0.000, 0.271 

0.000, 0.253 

18/0 

<.0001 

32 

9.514.5.558 

8.7453,1.5460 

6.606 

0.306,34.604 

0.438,30.831 

0/0 

35 

0.012, NA 

0,0135, 0.0023 

0.012 

0.000,0.086 

0.006,0.018 

33/0 

<oooi 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

18 

9.017, 5.588 

9.4091,2.2178 

6.994 

0.074. 42.637 

0.074, 42.637 

0/0 

30 

0.070, NA 
0.3236,0.0591 

0.006 

0.000, 1.782 

0.000,0.086 

22/0 

<.0001 

31 

8.985,5.553 

8.0873,1.4525 

7.780 

0.395, 34.709 

0.438, 28.562 

0/0 

35 

0.012, NA 
0.0088,0.0015 

0.012 

0.000, 0.049 

0.006, 0.025 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

It of BLQ/ALQ Values 

17 

8.580,4.502 

7.1459, 1.7331 

7.509 

0.031,26,177 

0.031.26.177 

0/0 

30 

0.009, NA 

0.0089, 0.0016 

0.006 

O.OOO, 0.049 
0.000,0.018 

23/0 

<0001 

29 

10.277,7.593 

7.2053,1.3380 

9.204 

0.345,31.195 

2.201,25.751 

0/0 

35 

0.012, 0.010 

0.0062, 0.0010 

0.012 

0.006,0.031 

0.006, 0.025 

34/0 

<0001 

Overall’ 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

9.107, 5.684 

8.1155, 1.9128 

7.627 

0.070,36.164 

0.070,36.164 

30 

0.036, NA 

0.1234, 0.0225 

0.007 

O-OOO, 0.682 

0.002. 0,094 

<0001 

32 

9.537,6.362 

7.6954,1.3604 

8.394 

0.373, 33.503 

0.734, 25.067 

35 

0.012, 0.010 
0.0073,0.0012 

0.010 

0.002,0.041 

0.006,0.025 

<0001 


* P-value from Wjlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., 'cl .234' will be used as '1.234*) for the averages across visits within a subject thus eliminating ail BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 745 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438715 


• • • 

RSR 

Protocol No. PM-8450 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 55 of 264) 


Biomarkcr: Nicotine Uiig/mg CreatinineVcijiarette per day) Analytical Lab: Harrogate 

Male 



Female 


Timepoint Statistic Smokers Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value 8 


Week 1 

N 

IS 

NA 

32 


MEAN. GEO MEAN 

0.176,0.068 


0.091,0.068 


SD.SE 

0.4043,0.0953 


0.0629.0.0111 


MEDIAN 

0.074 


0.069 


MIN. MAX 

0.006, 1.77S 


0.011, 0.251 


5%, 95% 

0.006, 1.778 


0.014,0.187 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

0.262, 0.072 


0.102,0.074 


SD, SE 

0.79B9, 0.1883 


0.0764,0.0137 


MEDIAN 

0.062 


0.065 


MIN, MAX 

0,004, 3.458 


0.013,0.250 


5%. 95% 

0004.3.458 


0.013.0.244 


# of BLQ/ALQ Values 

0/0 


0/0 

Week3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0,105,0.070 


0.1)2,0.089 


SD, SE 

0.0828, 0.0201 


0.0733, 0.0136 


MEDIAN 

0.094 


0.090 


MIN. MAX 

0,002.0.358 


0.014. 0.287 


5%, 95% 

0.002,0.358 


0.028, 0.255 


# of BLQ/A LQ Values 

0/0 


0/0 

Overall" 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.180,0.078 


0.101,0.083 


SD, SE 

0.4224,0.0996 


0.0618, 0.0109 


MEDIAN 

0.081 


0.079 


MIN, MAX 

0.004, 1.865 


0.0)6,0.228 


5%, 95% 

0.004,1.865 


0.027, 0.227 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

4 P-valuc from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. f '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 56 of 264) 


i 


Biomarker: Nicotine (timwlring Creannine)/ciuaiette pev day) Analytical Lab: Hanogax e 


Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

It ftfRLQ/ALQ Values 

18 

1.084,0.418 

2.4930,0.5876 

0.452 

0.035. 10.964 

0.035, 10.964 

010 


NA 

32 

0.558,0.421 

0.3876,0.0985 

0.427 

0.067,1.550 

0.088,1.153 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1.617,0.443 

4.9253,1.1609 

0.382 

0.025,21.319 

0.025.21.319 

ora 


NA 

31 

0.628,0.453 
0.4711,0.0846 

0.401 

0.078,1.541 

0.079,1.504 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

0.646,0.423 
0.5108,0.1239 

0.581 

0.010.2.207 

0.010.2.207 

0/0 


NA 

29 

0.692,0.549 

0.4520,0.0839 

0.557 

0.086,1.771 

0.171,1.570 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

1.112,0.477 

2.6039,0.6138 

0.500 

0.023,11.497 

0.023,11.497 


NA 

32 

0.624, 0.513 

0.1811,00674 

0.490 

0.096, 1.408 
0.169,1.399 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number uf cigarettes fuund in question 4 of the weekly survey for the corresponding week. 

■ ?-value from Wilcuxon rank-sum test. 

’ Overall values calculated by fust averaging the results across visits wilhin a subject, then calculating the descriptive statistics across subjects Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg- '<1.234'will be used as *1.2341 for the averages across visits within a subject thus eliminating all BLO/ALO values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 57 of 264) 


Biomarker: Nicotine (ng/niL) A nal ytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokere 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1071.6, 695.2 

3.4,1.7 


1181.3,590.6 

1.2, 1.1 



SD.SE 

894 09,210.74 

6.00,1.10 


1369.23,242.05 

0.98,0.17 



MEDIAN 

810.1 

1.0 


597.3 

LG 



MIN. MAX 

12.8, 3752.0 

1.0, 24.5 


32.7, G329.6 

1.0.6.8 



5%, 95% 

12.8,3752.0 

1.0,20.9 


45.8,3781.9 

1.0. 1.2 



# of RI.Q/AT Q Value* 

n/n 

18/0 


0/0 

33/0 


Week 2 

N 

18 

30 

<•0001 

31 

35 

<0001 


MEAN, GEO MEAN 

1278.9, 872.3 

5.1, 1.5 


1226.1,696.3 

1.1, 1.1 



SD,SE 

900.59, 212.27 

19.15,3.50 


1429.99,256.83 

0.58,0.10 



MEDIAN 

993.7 

1.0 


730.7 

1.0 



MIN, MAX 

12.2, 3489.6 

1.0,106.2 


67.2, 6634.3 

1.0,4.3 



5%, 95% 

12.2. 3489.6 

1.0, 5.7 


83.5.4961.8 

1.0,2.1 



# of BLQ/ALQ Values 

0/0 

22/0 


m 

32/0 


Week .1 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

1075.5, 596.6 

1.5, 1.2 


1220.1,841.2 

1.0, 1.0 



SD.SE 

898 87, 218.01 

1.80, 0.33 


965.31,179.25 

0.07,0.01 



MEDIAN 

820.2 

1.0 


1123.3 

1.0 



MIN, MAX 

5.2, 3006 4 

10, ID 5 


30 0, 36301 

1 0, 1.4 



5%. 95% 

5.2,3006.4 

1.0.4.0 


291.1,3563.7 

1.0, 1.0 



# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 


Overall' 

N 

18 

30 

<•0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

1160.2, 803.0 

3.3, 1.6 


1171.2,714.3 

LI, U 



SD, SE 

733.75, 172.95 

7.75, 1.41 


1158.40, 204.78 

0.43,0.07 



MEDIAN 

947 1 

1 n 


705 4 

1.0 



MIN, MAX 

10,1,2449.9 

1.0,42.7 


65.6,5531.4 

1.0,3.3 



5%, 95% 

10.1,2449.9 

1.0, 9.9 


69.4,3012.0 

1.0,2.1 



a P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics acjuss subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., ’<1.234* will be used as M.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Pa&e58of264) 


Bkrniarkcr: Nicotine (nmol/L) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 



Statistic 

Smokers 

Non-Smokers 

P-vatue" 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 



MEAN, GEO MEAN 

6606.6.4285.8 

20.9,10.3 


7282 7, 3641.2 

7.3, 6.6 




SO, SE 

5512.07, 1299.21 

36.96, 6.75 


8441.30, 1492.23 

6.03, 1.02 




MEDIAN 

4994.3 

6.2 


3682.4 

62 




MIN, MAX 

78.9,23131.1 

6.2,151.0 


201.6,39022.0 

6.2,41.9 




5%. 95% 

?R 9.23131.1 

6.2,128.8 


282 4, 23315 4 

6.2.74 




H of BLQ/ALQ Values 

0/0 

18/0 


0/0 

33/0 



Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 



MEAN, OEO MEAN 

7884.4,5377.8 

31.2, 9.3 


7559.2.4292,7 

7.0,6.6 




SO, SE 

5552.14, 1308.65 

118.03,21.55 


8815.87, 1583.38 

3.58,0.61 




MEDIAN 

6126.2 

6.2 


4504.8 

6.2 




MTN, MAX 

75.2,21513.4 

6.2,654.7 


414.3,409005 

6.2,26.5 




5%, 95% 

75.2,21513.4 

6.2, 35.1 


514.8,30589.5 

6.2.12.9 




# of BLQ/ALQ Values 

0/0 

22/0 


0/0 

32/0 



Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 



MEAN, GEO MEAN 

6630.4,3678.3 

9.3,7.5 


7522-2,5186.3 

6.3, 6.3 




SD, SE 

5541.54, 1344.02 

11.07,2.02 


5951.14, 1105.10 

0.41,0.07 




MEDIAN 

5056.5 

6.2 


6925.1 

6.2 




MIN, MAX 

32.1, 18534.5 

6.2,64.7 


185.0,22.380.2 

6.2, 8.6 




5%, 95% 

32.1,18534.5 

6.2,24.7 


1794.6, 21970.2 

6.2, 6.2 




# of BLQ/ALQ Values 

0/0 

23/0 


0/0 

34/0 



Overall’ 

N 

18 

30 

<.0001 

32 

35 

<0001 



MEAN, GEO MEAN 

7152.5,4949.8 

20.4,10.2 


7220.5. 4403.2 

6.8, 6.6 




sn, SF. 

4573 60, 1066 77 

47 74, 8 77 


7141 56, 1767 46 

7 61,044 




MEDIAN 

5838.7 

6.3 


4348.7 

6.2 




MIN, MAX 

62,1,15103.7 

6.2,263.2 


404.2,34100.9 

6.2,20.3 




5%, 95% 

62.1, 15103.7 

6.2,60.8 


427.6,18569.2 

6.2,13.0 




* P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply aa the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234* will be used as ’! .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 59 of 264) 


Biomarkcr: Nicotine Hng/mL)/ciEarctte per day) Analytical Lab; 11 arm sate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

S5.3,54.8 



68.4,44.7 




SD, SE 

88.05, 20.75 



64.18,11.35 




MEDIAN 

55.4 



41.8 




MIN, MAX 

4.3,312.7 



8.1,287.7 




5%, 95% 

4.3,312.7 



9.2,189.1 




# of BLQ/ALQ Values 

0 10 



0/0 



Week 2 

N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

142.9,69.1 



81.0,56.8 




SD, SE 

257.04, 60.59 



75.59, 13.58 




MEDIAN 

65.7 



49.5 




MIN, MAX 

4.1,1127.4 



13.4,331.7 




5%, 95% 

4.1.1127.4 



16.0, 236.3 




# of RIQ/AI-Q Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

87.1, 56.0 



85.2, 60.9 




SD, SE 

86.17,20.90 



71.13. 13,21 




MEDIAN 

71.2 



62.8 




MIN. MAX 

1.7. 374.9 



7.5,316 8 




5%, 95% 

1.7,374.9 



14.7,242.0 




#«f BLQ/ALQ Values 

0/0 



0/0 



Overall’ 

N 

IS 


NA 

32 


NA 


MEAN, GEO MEAN 

105.2, 66.6 



75.9,57.5 




SD, SE 

133.46,31.46 



61.71,10.91 




MEDIAN 

71.8 



50.7 




MIN, MAX 

3.4, 603.3 



14.5,287.1 




5%, 95% 

3.4,603.3 



20.1,209.9 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found In question 4 of the weekly survey for the corresponding week. 
a P-valuc from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<!.234’will be used as '1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 60 of 264) 


Biomaiker. Nicotine ((nmot/LVciga retie per day) Analytical Lab: Harrogate 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

IS 

NA 

32 


MEAN. GEO MEAN 

525.5,337.7 


421.6.275.7 


SD, SE 

542.84, 127.95 


395.69,69.95 


MEDIAN 

341.2 


257.6 


MIN, MAX 

26.3,1927.6 


49.9,1773.7 


5%. 95% 

26.3.1927.6 


56.5,1165.8 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN. GEO MEAN 

880.7, 426.0 


499.1,3501 


SD, SE 

1584.59,373.49 


465.96, 83.69 


MEDIAN 

404.6 


305.0 


MIN, MAX 

25.1,6950.1 


82.9,2045.0 


5%, 95% 

25.1,6950 1 


98.6,1456.6 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

536.7, 346.0 


525.1,375.2 


SD, SE 

531.24, 128.84 


438.50, 81.43 


MEDIAN 

438.7 


387.3 


MIN. MAX 

10.7. 2311.4 


46.3. 1952.9 


5%, 95% 

10.7,2311.4 


90.3, 1492.0 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

648.6,4104 


467.9, 354.1 


SD, SE 

822.81, 193 94 


380.53, 67.27 


MEDIAN 

442.3 


312.3 


MIN, MAX 

20.7,3719.4 


89.0, 1770.2 


5%, 95% 

20.7,3719 4 


123.7, 1294.1 


NOTE: Values listed were normalized by taking the original biomarker and dividing It by the number of cigarettes found, in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g. t ’<1.234’will be used as ’l .234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


j 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 61 of 264) 

Analytical Lab: Harrocate _ 



‘ 


Male 



Female 





Non-Smokers 

P-vatue* 

Smokers 

Non-Smokers- 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 93% 

# of BLQ/ALQ Values 

is 

3185.833.1315.053 

4046.7069,953.8392 

1437.370 

17.879.12968.078 

17.879, 12968.078 

O'O 

28 

3.369, NA 

5.8234, 1.1005 

0.000 

0.000, 22.811 

0.000, 18.495 

184) 

<0001 

3! 

2857.657.1385.609 
3716.0670.667.4253 
1405.004 

59.184. 17624.502 

71.514, 10892.322 

0/0 

34 

0.526, NA 
1.5264,0.2618 

0.000 

0.000,6.782 

0.000.4.932 

33/0 

<0001 

Week 2 

N 

MEAN, GEO ME AN 

SD. SE 

MEDIAN 
min, max 

5%, 95% 

# of BLQ/ALQ Values 

17 

3220.379, 1984.938 

3208.1796, 778.0978 

1499.945 

330 444, 10055.115 

330.444, 10055.115 

m 

29 

5.166, N A 
18.3997,3.4167 

0.000 

0.000, 99.257 
0.000,11.714 

22/0 

<.0001 

31 

3586.081,1633.399 
4914,8761,882.7378 
1458.639 

68.432,25269.102 

106.038,10255.478 

0/0 

34 

0.399, NA 
1.7363,0.2978 

0.000 

0.000,9.864 

0.900.2.466 

32/0 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

2390.017, 1334.459 
1832.9412,458.2353 

2286.599 

27.126, 5382,662 
27.126,5382.662 

0/0 

30 

1.589, NA 

5.7411, 1.0482 

0.000 

0.000, 28.976 

0.000, 11.714 

23/0 

<0001 

29 

3029 460.1504.195 
2699.1081,501.2118 
2594.232 

12.330, 8494.754 

17.879, 8343.711 

WO 

35 

0.247,NA 

0.8745, 0.1478 

0.00(1 

0-OOO.4.316 
0.000,2.466 

34/0 

<.0001 

Overall 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

2837.219, 1507.004 
2855.8907,673.1399 

1684.176 

22.503.9135.914 

22.503.9135.914 

30 

3.689, NA 

7,5385, 1.3763 

0.103 

0.000, 36.579 

0.000, 19.112 

<.0001 

32 

3047.122, 1633-131 
3367.0203,595.2107 

1332 873 

68.432,14522.685 

98.640,11621.847 

35 

0 393, NA 

1.1359,0 1920 

0.000 

0.000, 5.549 

0.000, 3.699 

<0001 


* P-value from Wiicoxon rank-sum test . 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantificati on (e.g., '< 1.234' will be used as ‘1.234') fitr the averages across visits within a subject thus eliminating all BLQ/ALQ values fcr the overall statistic*. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 62 of264) 


Biomarker: Nicotine N-glucuronidc Mnmol/Lyricarctte per day) 

Analytical Lab: Harrogate 








Male 



Female 


Tintenoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc" 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

209.881, 103.631 
255.7647,62.6413 
99.003 

5,960, 962.254 

5 960. 962.254 

0/0 


NA 

31 

172.883,107.735 
203.3168,36.5168 

113.411 

14.180, 1036.735 
20.933,495.106 
(I/O 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDtAN 

MIN. M AX 

5%. 95% 

# of BLQ/ALQ Values 

17 

225.933,144.480 
209.2341,50.7467 
175.045 

2 5 400, 730.384 
25.400. 730.384 

0/0 


NA 

31 

243.814,133.203 
297.5609,53.4435 

114,900 

4.562, 1263.455 

39 086, 1139.498 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

220.431, 121.108 

211.2136,52.8034 
115.556 

9.042.626.981 
9.042,626.981 

0/0 


NA 

29 

210.345, 108.820 
194.1911,36.0604 

152.447 

1.192, 674.14J 

2.466. 555.261 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

IS 

209.357, 123.571 
199.7170,47.0738 
113.343 
7.501,705.631 
7.501,705.631 


NA 

32 

204.440, 130.280 
203.3880, 35.9543 

126.735 

22.263. 756.966 

29.150,750.779 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

" P-valuc from Wilroxor. rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’will be used as *1.234*1 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for ihe overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokere by Gender of 24*1 lour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 63 of 264) 


Biumarker; Niuounc-N-glucunjnide (nmol/24hr) Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-value* 

Week I 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLO/ALO Values 

18 

4026.806,2152.393 

3521.3809,829.9974 

3048.346 

25.209, 10788.304 

25.209, 10788.304 

0/0 

28 

5.227. NA 

8.9670. 1.6946 

0.000 

0.000, 29.594 

0.000,29.242 

18/0 

<0001 

31 

4140.122,2380.428 
4418.1241,793.5185 
2576.293 

162.756, 22030.628 
185.043, 11202.823 
ivn 

34 

1.243, NA 

4.2370,0.7266 

0.000 

0.000, 22.042 

0.000, 11.235 

33/0 

<0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

4025.196,2685.683 

3025.1895, 733.7162 

3547.286 

461.543, 9872.580 

461 541, 9872,580 

0/0 

29 

12.807, NA 

52.2807,9.7083 

0.000 

0,000, 282,882 

0.000, 23.674 

22/0 

<0001 

31 

4619.799,2660.685 
4867.0677, 874.1512 
3511.091 

177.318,22489.501 
193.519,16921 519 

0/0 

34 

0.838, NA 

3.7823, 0.6487 

0.000 

0.000,21.701 

0 000,4.389 

32/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

16 

4351.611,2285.075 

3671.9016,917.9754 

3945.803 

28.428,11461.291 

28.428, 11461,291 

0/0 

30 

4.535, NA 

8.5750,1.5656 

0.000 

0.000. 37 669 
0.000,21.208 

23/0 

<.0001 

29 

4485.523,2581.348 

3249.7743,603.4679 

4005.325 

17.262, 12487.288 

52.296, 10420.453 

0/0 

35 

0.432, NA 
1.5813,0.2673 

0.000 

0.000, 8.114 

0.000,4.279 

34/0 

<.0001 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3965.133, 2293.944 

3288.3005, 775.0599 

3747 476 

26.819, 10353.310 

26.819,10353.310 

30 

7.466, NA 

19.3113, 3.5312 

0 137 

0.000, 104.041 
0.000,21.634 

<0001 

32 

4289.753,2765.078 

3668.2894,648.4681 

2982.790 

133.990,15441.801 

199.791,12852.562 

35 

0.839, NA 

2.6072, 0.4407 

0.000 

0.000,11.885 

0.000, 10.052 

<0001 


0 P-value from Wilcoxon rank-sum test, 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
0 -f the quantification (c.g., ’<1.234 1 will be used as '1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the Overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers anti Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 64 of 264) 


Biomarker: Nicotine-N- j. T lucuronide ( ( n mot/24 hr) /cig arette per day ) Analytical Lab; Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-vatue* 

Snwkers 

Non-Smokers 

P-vatue* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 9S% 

# of BLQ/ALQ Values 

18 

270.600.169.615 
245.2307,57.8014 
178.233 
8.403,837.161 

8.403, 837.161 

0/0 


NA 

31 

263.934, 185.085 
277.0427,49.7583 

183.997 

12.336, 1295.919 

65.416, 1120.282 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

288.580,210.043 
235.5505,57.1294 
236.486 
59.810,832,306 
59.810. 832 306 

0/0 


NA 

31 

345.767.216.978 

409.8456,73.6104 

193.519 

19.617, 1880.171 

59 106, 1188.730 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

16 

330.168, 207.380 
2S8.1362, 64.5341 
298.331 

9.476.851.592 

9.476.851.592 

0/0 


NA 

29 

310.569, 186.744 
251.8602,46.7693 

246.060 

1452,029.600 

3.486,741.273 

0/0 


NA 

Overall' 

N 

MEAN. QEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

282.614, 190.149 
217.4618,51.2562 
168.475 

8.940,724.671 
8.940,724.671 


NA 

32 

302.153, 221.251 
271.8673,48.0598 
m 557 

43.896, 1230.708 

69.230,908.341 


NA 


NO IB: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (eg, ’<| 234’will be used as '1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure hy Trmepoinr and Overall 

(Page fi5 of 264| 


Biomariter: Nicntlne-N-glucuroiiiile tnmol/mg Creatinines Analytical Lab: Harrogate 


Mate __ __Female 


Tirrapoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 

sd.se 

MEDIAN 

MIN, MAX 

514,95% 

# of BLQ/ALQ Values 

IS 

2.667,1.629 
1.8782,0.4427 

2.644 

0.024, 7,058 
0.024,7.058 

0/0 

28 

0.003, NA 
0.0061,0.0012 

0.000 

0.000, 0.02.3 

0.000,0.021 

18/0 

<000! 

31 

3.223, 2 054 

2.6290, 0.4722 

3.131 

0.135,12.113 
0.187,7.068 

O/O 

34 

0.00!, NA 
00031,0.0005 

0.000 

0.000,0.016 

0,000, U.008 

33/0 

<•0001 

Week 2 

N 

MEAN, GEO MEAN 
8D,SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BIQ/ALO Values 

17 

2.720, 2.069 

1.8726, 0.4542 

2.323 

0.298, 6.734 
0298,6.734 

0/0 

29 

0.0I1.NA 

0.0499, 0.0093 

0.000 

0.000,0.270 
0000,0.017 

22/0 

<■0001 

31 

3.522,2.113 

3.6051,0.6475 

2.864 

0.15.1, 17.646 

0.193, 11.734 

0/0 

.74 

0-001, NA 
0.0028,0,0005 

0.000 

0.UO0,0.016 

0.000, 0.004 

32/0 

<■0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SB 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

16 

2.776, 1.558 

22 773,0.5443 

2349 

0.025, 6.372 
0.025,6.372 

0/0 

30 

0.002, NA 

0.0045. 0.03)08 

0.000 

0.000.0.021 

0.900,0.011 

23/0 

<000! 

29 

3.701,2.200 

27698,0.5143 

3.179 

0.020, 10.645 
0.056,9.700 

0/0 

35 

0.001, NA 
0.0018.0.0003 

0.000 

0.000,0.008 

0.000,0.006 

14/0 

<.000! 

Overall’ 

N 

MEAN, OE0 MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

2.612, 1.639 

1.9175, 0.4520 

2.521 

0.025. 6.721 

0.025, 6.721 

30 

0.006, NA 

0.0177, 0.0032 

0.000 

0.000, 0,097 

0.000.0.013 

<0001 

32 

3.483,2.345 

2.6610,0.4704 

2.952 

0.120, 10.3.79 

0.190, 9.409 

35 

O.OOl.NA 

0.1X121, 0.0003 

0.000 

0.000, 0.009 

0.000, 0.008 

<0001 


‘ P-vahte from Witcoxon rank-sum test. ' ".. ~ - 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1 234'will be used as ’ 1 .2.14 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Cimjparisurj Belweeri Smokere and Non-Smokers by Gender of 2 4-Hour Urine Biomarkm of Exposure by Ttmepoint and Overall 

(Page 66 of 264) 


Biomarker Nicotine-N- g lucuronide ((nmol/mg Creatininel /ci garette per dayl _ Analytical Lab: Harrogate 


Timepolnt 


Week 1 


Week 2 


Week 3 


Overall* 


Male 


Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

N 

18 


NA 

31 

MEAN, GEO MEAN 

0.210,0.128 



0205,0.160 

SD.SE 

0.2139,0 0504 



0.1622,0.0291 

MEDIAN 

(1 117 



0 144 

MIN. MAX 

0.008,0.684 



0.031.0.713 

5%, 95% 

(1.008,0.684 



0.062,0.679 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

17 


NA 

31 

MEAN, GEO MEAN 

0.257,0.151 



0.259,0.172 

SD.SE 

0.3877,0.0940 



0.2814,0.0505 

MEDIAN 

0.123 



0,165 

MIN. MAX 

0.043,1 647 



0.015,1.304 

5%. 95% 

0.043,1.647 



0.051,0.882 

# of BLQ/ALQ Values 

0/0 



0/0 

N 

16 


NA 

29 

MEAN, GEO MEAN 

0.226, 0.141 



0.265,0.160 

SD.SE 

0.1834,0.0458 



0.2669,0.0496 

MEDIAN 

0.155 



0.191 

MIN. MAX 

0.008, 0.531 



0.004,1.213 

5%, 95% 

0.008,0.531 



0.004,0.888 

# of BLQ/ALQ Values 

0/0 



tw 

N 

18 


NA 

32 

MEAN, GEO MEAN 

0,223, 0.138 



0.245.0.188 

SD,SE 

0.2319, 0.0547 



0.2108,0.0373 

MEDIAN 

0.127 



0.194 

MIN, MAX 

0.008,0.915 



0.039,1.U65 

5%, 95% 

0,008, 0.915 



0.091,0.590 


Female 

Non-Smokers 


P-value* 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of ci gaieties found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<1.234’will be used as ’l 25A*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomatkers of Exposure by Timcpoint and Overall 

(Pace 67 of264) 

Biomarker Sum of Nicotine and Nicotine metabolites I nmol/mg Creatinine) _ Analytical lab: Har rogate___ 


Mbit _ __Female 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. GEO MEAN 
SD r SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ffofDLQ/ALQ Values 

18 

62.07(1.44 228 

41.1904, 9.7087 

54.596 

0.762,171.322 

0.762, 171.322 

0/0 

30 

0.095, NA 
0.1597,0.0291 

0.033 

0.000.0.677 

0.016,0.447 

0/0 

<.0001 

32 

72.066.53.384 

44.6144. 7.8868 

66.924 

1.870, 165.672 

8.068. 162.785 

0/0 

35 

0.053, 0.038 
0.0632,0.0107 

0.033 

0.005,0.340 
0.017.0.183 

0/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE ■ 
MEDIAN 

MIN, MAX 

5%, 95% 

(/of BLQ/ALQ Values 

Ifi 

59.710,41.943 
39.2615.9.2540 

50.999 

0.520, 162.182 

0520.162 182 

0/0 

30 

0-178, NA 

0.5342,0.0975 

0.03 & 

0.000,2.938 

0.011,0.606 

m 

<0001 

31 

74.721,57.970 

47.9812, 8.6177 

64.581 

5.674,177.245 

10.256, 175.663 

0/0 

35 

0.056.0.042 

0.0502.0.0085 

0.033 

0.016,0.243 

U.U17,0.174 

0/0 

<,0001 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of RI.Q/AIQ Values 

17 

60.863,40.299 
41.8253,10.1441 

51.737 

0.402, 163.660 

0.402. 163.660 

0/0 

30 

0.064,0.038 

0 0951.0.0174 

0.030 

0.011,0.470 

0.016.0.274 

0/0 

<.0001 

29 

78.391,62.940 

48.1753, 8.9459 

63.710 

10.306,204.112 

14.475, 177.849 

0/0 

35 

0.051.0.039 

0.0481,0.0081 

0.033 

0.017,0-283 

0.017. 0.109 

04) 

<■0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SH 

MEDIAN 

MIN. MAX 

5%. 95% 

18 

60.933,43.007 

39.3367,9.27J 7 

58.041 

0.561, 150.824 

0.561,150.824 

30 

0,113.0.048 
0.2311,0.0422 

0.034 

0.011,1.222 

0.013,0.392 

<•0001 

32 

74.681,58.662 

45.5234, 8.0475 

66.336 

5.950, 182.343 

10.933,163.962 

35 

0.053, 0.042 

0.0475,0.0080 

0.039 

0.017,0.236 

0.017,0.193 

<.0001 


1 P-value from Wilcoxon rank-sum test. 


' Overall values calculated by first averaging ihe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as (he BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<] ,234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 


Statistical Comparison Between Smokers and Nort-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 68 of 264) 

Btomarkcr: Sum ofNicoline and Nicotine metabolites ((nmol'mg CreatinineVcigarerte per day) Analytical Lab: Harrogate 



Male 



Female 



Timepoint Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 


Week 1 N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

5.386, 3.485 



4.725,4.042 




SD, SE 

7.4367, 1.7528 



2.9421,0.5201 




MEDIAN 

3.417 



3.973 




MIN, MAX 

0.254.34.264 



0.935.14.783 




5%, 95% 

0,254,34.264 



1.986, 12.963 




H of BLQ/ALQ Values 

0/0 



G/0 




Week 1 N 

18 


NA 

31 


NA 


MEAN, GEO MEAN 

7.591.3.322 



5.495,4.728 




SD, SE 

18.3926, 4.3352 



3.2306.05802 




MEDIAN 

3.239 



4.715 




MIN. MAX 

0.173,81.091 



1.734,15.686 




5%, 95% 

0.173,81.091 



2.051,11.330 




# of BLQ/ALQ Values 

0/0 



0/0 




Week 3 N 

17 


NA 

29 


NA 


MEAN. GEO MEAN 

5.392,3.790 



5.287,4.554 




SD, SE 

5.1386, 1.246.3 



3.6124, 0.6708 




MEDIAN 

4.092 



4.413 




MIN, MAX 

0134, 23.794 



1.911.20.287 




5%, 95% 

0.134, 23.794 



2.024, 10.156 




# of BLQ/ALQ Values 

0/0 



0/0 




Overall" N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

6.078, 3.610 



5.238,4.628 




SD, SE 

101725, 2.3977 



2.9750, 0.5259 




MEDIAN 

3.583 



4.388 




MTN, MAX 

0.187,46.383 



1.877,16.312 




5%, 95% 

0.187,46.383 



2.556, 11.763 





NOTE: Values listed were normalized by taking tbe original biomarker and dividing it by tbe number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification <e.g., ’< 1.234’ will be used as ’1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values fbrthe overall statistics 
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Table 14.22-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

f Page 69 of 264) 


Bioroarker; Sum of Nicotine and Nicotine metabolites (mfi/24hr) _ Analytical Lab: Harrogate 


Timeooiirt 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value‘ 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

53,822,9.484 

0.026.0.011 


13.303,9.931 

0.010,0.007 



SD, SE 

9.9619,2.3480 

0.0420, 0.0077 


8.3518, 1.4764 

0.0092,0.0016 



MEDIAN 

13.406 

0.006 


12.589 

0.008 



MIN. MAX 

0.131,43.641 

0.003,0.157 


0.365, 34.676 

0.002,0.039 



5%, 95% 

0.131,43.641 

0.003,0.148 


2.343, 27.701 

0.003,0.038 



ffof BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

13.093, 9.255 

0.039,0.013 


15.102,11.844 

0.011,0.008 



SD, SE 

7.5570,1.7812 

0.0940, Q.0172 


8.8042,1.5813 

0.0087,0.0015 



MEDIAN 

13.281 

0.009 


14.179 

0.007 



MIN, MAX 

0.075, 33.112 

0.002. 0.499 


0.923, 36.320 

0.002, 0.032 



5%, 95% 

0.075,33.112 

0.003,0.190 


2.125, 33.028 

0.003,0.029 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

IT 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

14.745, 9.058 

0.020,0.011 


14.494, 11,972 

0.009,0.007 



SD. SE 

H.6886,2.8349 

0.0289,0.0053 


7.2037.1.3377 

0.0066,0.0011 



MEDIAN 

11.316 

0,008 


14.750 

0.007 



MIN. MAX 

0.074, 41.355 

0.004, 0.136 


1.679.29.438 

0.003,0.035 



5%, 95% 

0.074. 41.355 

0.004, 0,078 


2,17B. 24.083 

0.003,0.026 



* of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

13.929,9.603 

0.028, 0.013 


13.936, 11.167 

0.010,0,008 



SD. SE 

9.1277.2.1514 

0.0474, 0.0087 


7.6523. 1.3527 

0.0069,0.0012 



MEDIAN 

11.551 

0.010 


14.050 

0.008 



MIN, MAX 

0.093,37.247 

0.003, 0,222 


0.989,27.579 

0.003,0.030 



5%, 95% 

0.093, 37.247 

0.004,0.135 


2.359,27,575 

0.003,0.026 



4 P-value from Wilcoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’<1.234* will be used as '1.2341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for trie overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24, Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 70 of 364) 


Biomarker: Sum of Nicotine and Nicotine metabolites ((mR/24hrVcigarette per day'l Analytical Lab: Harrogate 

Male 


Female 


Timepoint Statistic Smokers Non-Smokers P-value’ 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.908,0.748 


0.892,0.752 


SD, SB 

0.4563. 0.1076 


0.6019,0.1064 


MEDIAN 

0.800 


0.777 


MIN, MAX 

0.044, 1.846 


0.183.3.468 


5%, 95% 

0.044, 1.846 


0.273,1.684 


H of BLQ/ALQ Values 

0/0 


0A> 

Week 2 

N 

18 

NA 

3! 


MEAN, GEO MEAN 

1.109.0.733 


1.124, 0.966 


SD, SE 

1.4161,0.3338 


07293,0.1310 


MEDIAN 

0.832 


0.893 


MIN, MAX 

0.025,6.647 


0.425,3.670 


5%, 95% 

0.025, 6.647 


0.437, 2.761 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

1.136.0.853 


0.957,0.866 


SD, SE 

0.6417,0.1556 


0.4405,0.0818 


MEDIAN 

1.085 


0.881 


MIN, MAX 

0.025,2.263 


0.420, 2.007 


5%, 95% 

0.025,2.263 


0.429, 1.S77 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1.045,0.802 


0.988,0.882 


SD, SE 

0.7335, 0.1729 


0.5285,0.0934 


MEDIAN 

0.890 


0.955 


MIN, MAX 

0.031,3.585 


0.392, 3.005 


5%, 95% 

0.031, 3.585 


0.424,1.810 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey fot the corresponding week. 

" P-value from Wileoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will he used as '1.234") for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall slalislics. 
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Table 14.2,2 2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hnur Urine Riomarkers of Exposure by Timepoim and Overall 

(Page 71 of 264) 


Blorrarter: Sum of Nicotine andNicotine metabolites (mg/mg Creatinine) Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokets 

Non-Smokers 

P-vatae* 

Week 1 

N 

18 

30 

<0001 

32 

35 

<0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012, N A 

o.ooo, na 



SD. SE 

0.0058,0.0016 

0.0000,0.0000 


0.0073,0.0013 

0.0000. 0 0000 



MEDIAN 

0 009 

0000 


0.011 

0.000 



MIN, MAX 

0.000.0,028 

0.000,0.000 


0.000. 0.(127 

0.000. 0.000 



5%, 95% 

0.000,0.028 

0.000,0.000 


0.001,0.026 

0.000,0.000 



4 of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

IS 

30 

<0001 

31 

35 

<0001 


MEAN, GEO MEAN 

0.010. NA 

0.000, NA 


0.012,0.009 

0.000. NA 



SD, SE 

00053,0.0015 

0.0000,0.0000 


0.0078,0.0014 

0.0000, 0.0000 



MEDIAN 

0.009 

0.000 


o.om 

0.000 



MIN. MAX 

0.000,0.026 

0.000,0.000 


0.001.0.029 

0.000. 0.000 



5%. 95% 

0.000.0.026 

0.000,0.000 


0.002,0.028 

0 . 000,0 000 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.013,0.010 

0.000. NA 



SD, SE 

00068, 0.0017 

0.0000,0.0000 


0.0073, 0.0014 

0.0000, 0.0000 



MEDIAN 

0.00* 

0.000 


0.010 

0.000 



MIN, MAX 

0.000,0.027 

0.000.0.000 


0 002, 0 033 

0.DOO, 0 000 



5%, 95% 

0.000, 0.027 

0.000.0.000 


0.002. 0,029 

0.000,0.000 



tt of BLQ/A1.Q Values 

0/0 

0/0 


0/0 

0/0 


Overall" 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

0.010, NA 

0.000, NA 


0.012, 0.010 

0.000, NA 



SD, SE 

00064, 0.0015 

0.0000,0.0000 


0.0074, 0.0013 

0.0000, 0.0000 



MEDIAN 

0.009 

0.000 


0.011 

0.000 



MfN, MAX 

0.000,0.024 

0.000.0.000 


0.001,0.030 

O.OOO, 0.000 



5%, 95% 

0.000,0.024 

0.000,0.000 


0.002,0 027 

0.000.0.000 



’ P-value from Wilcoxon rank-sum lest. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the 8 LQ/ALQ values were converted to the limit 
of the quantification (eg, ’<1.234’ will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-lTour Urine B iomarkers of Exposure hy Timepoint and Overall 

(Page 72of 264) 


Biomatker: Sum of Nicotine and Nicotine metabolites ((mg/mg CreatinineVcigaretie per davl _Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Ncn-Smokers 

P-value* 

Week l 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

M nfRI Q/AI Q Values 

is 

0.001, NA 

0.0014, 0.0003 

O.DIJl 

0.000, 0.006 
n.ooo, o.oos 

0/0 


NA 

32 

0.001, NA 

0.0006, 0.0001 

0.001 

0.000, 0.002 

0.000, 0.002 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

If of BLOMI.Q Values 

IS 

0.001, NA 

0.0030, 0.0007 

O.OOI 

O.Offll, 0.013 

0,000, 0.013 

D/0 


NA 

31 

0.001. NA 

0.0007, 0.0001 

0.001 

0.000, 0.003 

0.000. 0.002 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

tt of BLQ/ALQ Values 

17 

0.001, NA 

0.0009, 0.0002 

0.001 

0.000, 0.004 

0.000. (1.004 

0/0 


NA 

29 

0.001, NA 

0.0007, 0.0001 

0.001 

0.000, 0,003 

0.000, 0.002 

0/0 


NA 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%. 95% 

IS 

0.001,NA 

0,0018, 0.0004 

0.001 

0.000, 0.008 

0.000. 0.008 


NA 

32 

0.001, N A 
0.0007,0.0001 

0.001 

0.000, 0.003 

0.000. 0.002 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Witcoxon rank-sum test. 

' Overall values calculated by first averaging the results aciuss visits within a subject, then calculating Che descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234'will be used as ’1.2341 fbrthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


Final Draft: 22 October 2003 


Page 763 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438733 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Genderof 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 73 of 264) 


Biomarkcr: Sum of Nicotine and Nicotine metabolites (nmol/24hr) _Analytical Lab: Harrogate 





Male 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

18 

85202.321,58462.565 
61406.4097. 14473.6296 
82633.120 

807.495, 269008.088 
807.495, 269008.088 

0/0 

30 

159.938, 67.755 

258.9385.47.2755 

37.278 

16.191,965.245 

17.554,910.691 

0/0 

<.0001 

32 

82001.169,61213.291 

51481.8797,9100.7966 

77601.162 

2251.019,213748.173 

1444 [.244, 170748.968 

rvn 

35 

58 895,44.579 

56.4888, 9.5484 

46.442 

13.634,237.553 

16.239, 234.212 

0/0 

<0001 

Week 2 

N 

MEAN. GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

80706.746, 57056.576 
46581.7789,10979.4306 
81866.447 

463.520.204106.209 

463.520.204106.209 

0/0 

30 

238.603, 79.085 

579.9512, 105.8841 

55.334 

12.603, 3077.553 

15.682, 1 170.521 

0/0 

<0001 

31 

93087.670, 73006.709 
54269.4223,9747.0760 
87398.389 

5691.880,223877.537 
13096.445,203586.824 

0/0 

35 

66.453, 50.878 
54.0386,9.1342 

42.9 IS 

14.343, 199.855 

19.348, 176.749 

0/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of B LQ/ALQ Values 

17 

90888.319,55827.577 
72049.8950, 17474.6663 
69754.394 

455.443. 254916.322 
455.443,254916.322 

0/0 

30 

121.964, 68.946 

178.0699, 32.51 to 

48.161 

24.371.838.565 

25.818,479.785 

0/0 

<0001 

29 

89343.293, 73796.576 
44404.0636, B245.6276 
90922.089 

10347 744.181459.213 
13427.500.14S449.107 

0/0 

35 

54.072, 44.842 
40.4937.6.8447 

44.305 

17.387,214.464 

18.202. 161.224 

0/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

85861.395,59208.644 
56264.4210, 13261.6512 
71198.076 

575.486.229597.547 

575.486.229597.547 

30 

173.501, 79.279 

292.4969, 53.4024 

56.633 

20.989. 1369.102 

21.248, 828.576 

<.0001 

32 

85905.064. 6B833.445 
47169.5124, 8338.4705 
86603.825 

6096.881, 169998.026 
14539.033,169972.601 

35 

59.807, 49.004 

42.7707, 7.2296 

47.661 

16.995.183,762 

20.862.161,356 

<0001 


* P-valuc from Wilcoxon nuik-sum test, 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (eg., ’<1.234’ will be used as '1.234 j for the averages across visits within a subject thus eliminating alt BLQ/ALQ values for the overall statistics. 
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Table 142.2-2 

Statistical Comparison Between Smokeisand Non-Smokers by Gender of 24-Hour Urine R inmarkers of Exposure bv Timepoint and Overall 

(Page 74 of264) 


Bioroatker: Sum of Nicotine and Nicotine metabolites l[nmul'24hr ycig arette per day) Analytical Lab: Harrogate 





Mate 



Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers 

Non-Smokers 

P-value' 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#ofRl Q/At.Q Values 

18 

5597. ISO, 4607.020 
2813.1975,663.0770 
4933.138 

269.165, 1 1381,236 
269.165, 11381.236 

(VO 


NA 

32 

5496 958,4635.178 

3710.2303, 655.8822 

4786.547 

1125.510,21374.817 

1679.783, 10379.541 

0/0 


NA 

Week 2 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

6832.907,4519,371 
8729.3751.2057.S334 
5)29.101 

154.507.40974.206 

154.507.40974.206 

0/0 


NA 

31 

6926.664, 5953 677 
4494.9220,807.3118 

5502.899 

2619.289, 22620.758 

2696.009, 17016.199 

O/O 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

7004.383,5251.024 
3955.2792, 959.2961 
6687.793 

151.814,13950.879 

151.814, 1.3950.879 

0/0 


NA 

29 

5899.075. 5338.755 
2715.4895,504.2537 

5427.632 

2586.936, 12370.759 

2642.015, 11572.851 

O/O 


NA 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

6438.950,4941.501 
4521.7761,1063.7929 

5482.150 

191.829, 22102.107 

191.829, 22102.107 


NA 

32 

6088.668,5435.886 

3257.9068, 575.9220 

5888.948 

2417.332, 18522.809 

2610.851, 11156.032 


NA 


NOTE: Values listed were normalized by taking the original biomarkcr and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week 
’ P-value from Wilcoxon rank-sum test. 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g., '< 1 .234’ will be used as’t .234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 75 of 264) 


Biomarker: Sum o f Nicotine and Nicotine metabolites ImnobL) _Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Str>okers 

P-value 1 

Smokers 

Non-Smokers 


Week 1 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

56466.8, 35719.0 

92.9,46.2 


51422.5,34962.7 

31.8,25.0 



SD.SE 

53151.00,12527.81 

158.41,28.92 


40492.71,7158.17 

31.63,5.35 



MEDIAN 

39231.4 

29.7 


40087.7 

17.6 



MIN, MAX 

572.7,228943 1 

17.1,822.3 


SI 8.6, 185431.1 

17.1,165.0 



5%, 95% 

572.7,228943.1 

17.1.346.0 


5370.5, 117580.7 

17.1,116.9 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<.0001 


MEAN. GEO MEAN 

60035.2, 40306.3 

134.2, 50.9 


64490.8,44818.9 

34.0,27.3 



SD.SE 

49083.70, 11569.61 

266.95,48.74 


54125 48, 9721.22 

2B. 17, 4.76 



MEDIAN 

52177.3 

31.1 


48192.8 

18.7 



MIN. MAX 

515.0,226784.6 

17,1,1079.8 


3118.8, 251547,8 

17.1,128.5 



5%. 95% 

515.0.226784.6 

17.1, 1035.9 


10010.5, 175038.6 

17.1,112.3 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

49871.4, 33019.2 

68.0, 39.3 


55723.8,43002.5 

27.0,23.0 



SD, SE 

34676.82, 8410.36 

116.68, 21.30 


37781.03,7015.76 

21.14,3.57 



MEDIAN 

42119.1 

28.9 


47640.2 

17.1 



MIN. MAX 

434.6,124561.5 

17.1,645.0 


5563.3, 161187.4 

17.1,123.5 



5%, 95% 

434.6,124561.5 

17.1,165.5 


9591.0, 129203.3 

17.1,60.8 



# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 


Overall" 

N 

18 

30 

<-0001 

32 

35 

<.0001 


MEAN, GEO M BAN 

56060.6, 39267.7 

98.4, 50.7 


55858.9,41079.3 

30.9,26.1 



SD, SE 

38284.09, 9023.65 

145.62, 26.59 


40793,59,7211,36 

22.81, 3.86 



MEDIAN 

50201.9 

38 5 


43613.1 

23.5 



MJN.MAX 

507.4,175714.8 

17.1,555.8 


.3166.9, 177780.1 

17.1,110.3 



5%, 95% 

507.4,175714.8 

17.3,482.6 


8324.0, 129505.1 

17.1,100.4 


P-value from Wilcoxon rank-sum test. 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count or BLQ/ALQ values does not apply as the B LQ/ALQ values were converted to the limit 
of the quantification (e.g., VI .234’ will be used an ’1.234 •) for the overages across visits -within a subject thus el iminating all BLQ/ALQ values for the overall stalistics. 
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Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepomt and Overall 

{Page 76 of 264) 


Biomarker: Sum of "Nicotine and Nicotine metabolites ((nmol'LVcifiarette per day) Analytical Lab: Harrogate 


Male 


Female 


Timeooitu 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokera Non-Smokers 

P-value’ 

Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

3719.4.2814.8 



3348.5,2647.4 



ST). SE 

2646,88, 623.88 



2238.89, 395.78 



MEDIAN 

2775,4 



2862.3 



MIN, MAX 

190.9, 107063 



4093, 8724.4 



5%. 95% 

190.9, 107063 



879.4, 8428.7 



# Of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

5089.5,3192.6 



4614.6,3655.0 



SD.SE 

5932,77, 1398.37 



342137,614.50 



MEDIAN 

3945.9 



3777.3 



MIN, MAX 

17L7. 26435.0 



1348.0.13709.5 



5%, 95% 

171.7,26435.0 



1418 0.13281.7 



ft of BLQ/ALQ Values 

0/0 



0/0 


Week .3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

4966.7.3105.8 



3786.2,3111.0 



SD, SE 

5840.25, 1416.47 



2456.81,456.22 



MEDIAN 

3429.6 



2949.8 



MIN, MAX 

144.9.249123 



9713,11279.6 



5%, 95% 

144.9.24912.3 



1390.8,7008.1 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall" 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

4572.0,3243.8 



3924.8,3231.9 



SD, SF. 

4155.78,979 53 



7576.51.446 63 



MEDIAN 

3739.5 



3502.5 



MIN, MAX 

169.2, 19091.7 



1247.0,11237,8 



5%, 95% 

169.2, 19091.7 



1248.9,9143.4 


NOTE: Values listed were normalized by taking [he original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 


9 P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging cbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 77 of 264) 

Diomarkcrr Sum of Nicotine and Nicotine metabolites Oils'Ll Analytical Lab: Harrogate _ 

_ Male ___ female _ 

Timepoint _ Statistic _ Smokers _ Non-Smokers _ P-value* _ Smokers _ Non-Smokets _P-value* 


Week I 


Week 2 


Week 3 


Overall 


N 

18 

30 

<.0001 

32 

35 

MEAN, GEO MEAN 

9.2,5.8 

0.0, NA 


8.4, 5.6 

0.0, NA 

SD.SE 

8.61,2.03 

0.03,0.00 


6.57, 1.16 

0.00,0.00 

MEDIAN 

6.4 

0.0 


6.6 

0.0 

MIN, MAX 

0.1,37.1 

0.0.0.1 


0.1.30.1 

0 0, 0 0 

5%, 95% 

01,37.1 

0.0, 0.1 


0.9,19.1 

0.0. 0.0 

# of BLQ/ALQ Values 

0/0 

o/n 


0/0 

0/0 

N 

18 

30 

<.0001 

31 

35 

MEAN, GEO MEAN 

9.8, 6.6 

0.0, NA 


10.5, 7.3 

0.0, NA 

SD.SE 

7.96, 1.88 

0.05, 0.01 


8.78, 1.58 

0.00,0.00 

MEDIAN 

8.5 

0.0 


7.8 

0.0 

MIN, MAX 

01,36.8 

0.0, 0.2 


0.5,40.8 

0.0,0.0 

5%. 95% 

0.1,36.8 

0.0, 0.2 


1.6,28.4 

0.0,0.0 

# of BLQ/ALQ Values 

0/0 

0/0 


0/0 

OIO 

N 

17 

30 

<0001 

29 

35 

MEAN. GEO MEAN 

8,1,5.5 

0.0. NA 


9.0, 7.0 

0.0, NA 

SD,SE 

5.63,1.36 

0.02, 0.00 


6.12, 1.14 

0.00, 0.00 

MEDIAN 

6.8 

0.0 


7.7 

0.0 

MIN. MAX 

0.1,20.2 

0 0,0.1 


0.9,26,1 

0.0, 0.0 

5%. 95% 

0.1,20.2 

0.0,0.0 


1.6,21.0 

0.0, 0.0 

If of BLQ/ALQ Values 

0/0 

0/0 


0/0 

0/0 

N 

18 

30 

<.0001 

32 

35 

MEAN, GEO MEAN 

9.1. 6.5 

0.0, NA 


9.1, 6.7 

0.0, NA 

SD. SE 

6.21, (.46 

0.03,0.01 


6.02, 1.17 

0.00, 0.00 

MEDIAN 

8 2 

0.0 


7.1 

0.0 

MIN, MAX 

0.1,28.5 

0.0. 0.1 


0.5.28.8 

0.0,0.0 

5%, 95% 

0.1,28.5 

0.0, 0.1 


1.4,21.0 

0.0.0.0 


’ P-value from Wilcoxon rank-sum test. 


<0001 


<.0001 


<.0001 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1,234'will be used as ’l .2.14) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics, 


Final Draft: 22 October 2003 


Page 768 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438738 



RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkeis of Exposure by Timepoint and nverall 

(Page 78 of264) 


Biomarker: Sum of Nicotine and Nicotine metabolites ((mgiLVci earettc per day I 
Statistic_ 


Analytical Lab: Harrogate 


Timepoint 


Smokers 


Male 


Non-Smokers 


P-value’ 


Female 


Smokers 


Non-Smokers 


F-value' 


Week 1 


Week 2 


Week? 


Overall* 


N 

18 

MEAN, GEO MEAN 

0.6, NA 

SP, 5E 

0.43,0.10 

MEDIAN 

0.5 

MIN, MAX 

0.0, 1.7 

5%. 95% 

00.1.7 

# of BLQ/ALQ Values 

0/0 

N 

18 

MEAN, GEO MEAN 

0.8, NA 

SD, SE 

0.97,0.23 

MEDIAN 

0.7 

MIN. MAX 

0.0.4.3 

5%, 95% 

0.0.4.3 

# of BLQ/ALQ Values 

0/0 

N 

17 

MEAN, GEO MEAN 

0.8, NA 

SD, SE 

0.94, 0.23 

MEDIAN 

06 

MTN, MAX 

0.0.4.0 

5%, 95% 

0.0,4,0 

# of BLQ/ALQ Values 

0/0 

N 

18 

MEAN, GEO MEAN 

0.7, NA 

SD. SE 

0.67,0.16 

MEDIAN 

0.7 

MIN, MAX 

0.0.3.1 

5%, 95% 

0.0, 3.1 


NA 32 

0.5.0.4 
0.36,0.06 
0.5 

01,1.4 
0.1, 1.4 
0/0 

NA 31 

0.7, 0.6 
0.56,0.10 
0.6 

0 . 2 , 2.2 
0.2,2.2 
0/0 

NA 29 

0.6,0.5 
0.39,0.07 
0.5 

0.2,1.8 
0.2, 1.1 
0/0 

NA 32 

06,0.5 
0.41,0.07 
0.6 

0.2,1.8 

0.2, 1.5 


NA 


NA 


NA 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding weik ~-- 

P-value from Wifcoxon mnk-scim test. ' v b 

Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the 
of the quantification (e.g., <1.234 will he used as 1.2347 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 


limit 
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RSR 

Protocol No. PM-8450 
Covance CRU Study No. 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Time point and Overall 

(Page 79 of 264) 


Bio marker: Total 3-hydroxycotinine (pg/24hr) Analytical Lab: Harrogate 


Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-vutuc 1 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, <35% 

# of BLQ/ALQ Values 

18 

8481.670, 5058286 
7495.7959.1766.7760 
7795.655 
80.370,3123.3.615 

BO 370.31233.615 

0/0 

30 

12.639,5259 

19.7909.3.6133 

3.555 

0.950, 84.568 
1.030,59.985 

8/0 

<.0001 

32 

7465.196,5530.506 

5073.8646,896.9410 

7094.738 

185.625,21231.840 
1264.620, 17386.180 

0/0 

35 

4.663, 3.147 

5.5203,0.9331 

2.800 

0.800,25.920 

1.140, 19.728 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, <35% 

# of BLQ/ALQ Values 

18 

7771.087,5070.702 
5217.2058, 1229.7072 
7298.235 

48.420, 20994.570 

48.420, 20994.570 

0/0 

30 

18.479,6.526 

36.S337, 6.7249 

3.674 

1.000, 191.422 

1.023. 74.670 

2/0 

<.0001 

31 

9033.252, 6974.017 
5553.5372,997.4447 
8284.165 

504.248,22147.192 
1171.885, 19677.560 

0/0 

35 

5.648, 3.680 

6.3066, 1.0660 

2.795 

1.050. 24.208 

1.240, 23.013 

13/0 

<•0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

ft of BLQ/ALQ Values 

17 

8564.710, 4903.589 
7430.9813, 1802.2777 
6563.699 

52.295.27454.900 

52.295.27454.900 

0/0 

30 

12.223, 5.533 
20.2196,3.6916 

3.665 

1.430.89.830 

1.720,55.313 

7/0 

<0001 

29 

8436.228, 6644.598 
5351.4056,993.7311 
7278.863 

1258.180. 19074.831 
1308.324.17880.045 

0/0 

35 

4.361,3.162 

4.4083,0.7451 

2.870 

1.068,21.688 

1.089, 14.840 

18/0 

<.0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

8308.200,5267.651 
6258.3618, 1475.1100 
6721.081 

60,362.23472,750 

60.362. 23472.750 

30 

14.447,6.474 

22.2395, 4.0604 

5.076 

1.318, 97,065 

1.374, 66.991 

<•0001 

32 

8107.255,6415.476 
5035.7608, 890.2051 
7035.315 

666.066,20817.954 
1386.126, 16456.732 

35 

4.891,3.558 

4.5939, 0.7765 
? 8X3 

1.067,20.305 

1.303, 18.212 

<.0001 


a P-vatue from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smoker; and Non-Smokere by Gender of 24-Hour Urine Biomarkers nf Exposure by Timcpoint and Overall 

(Page 80 of 264) 


Biumarkcr: Total 3-hydroxycotinine fnmol/24Iir) Analytical Lab: Harrogate 


■Msls_ _ Female 


Time point 

Statistic 

Smokers 

Non-Smokers 

P-value” 

Smokers 

Non-Smokers 

P-valuc* 

Week 1 

N 

MEAN, GEO MEAN 
SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#nfRI .Q/AT Q Values 

18 

44130.128,26320.861 

39000.6263,9192.5358 

40560.793 

418.165, 162508.499 
418.165, 162508.499 

0/0 

30 

65.762,27.363 

102.9721, 18.8001 

18.497 

4.943.440.007 
5.359,312.102 

8/0 

<0001 

32 

38841.414.28775.223 
26399.3178,4666.7842 
36913.920 

965.807,110469.264 
6579.818,90460.295 

0/0 

35 

24 263, 16.373 

28.7220,4.8549 

14.568 

4.162, 134,862 

5.931, 102.645 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SU,SE 

MEDIAN 

MTN, MAX 

5%, 95% 

U of BLQ/ALQ Values 

18 

40432.968,26382.858 

27145.1218,6398.1666 

37972.717 

251.929, 109234.748 
251.929, 109234.748 

0/0 

30 

96.144,33.953 

191.6461,34.9896 

19.113 

5.203, 995.969 

5.323, 388.508 

2/0 

<0001 

31 

47000.013,36285.812 
28895.0539,5189.7049 
43102.510 

2623.602, 115231.840 
6097.318, 102382.345 

0/0 

35 

29.385.19.145 

32.8133. 5.5465 

14.542 

5.463, 125.954 

6.452, 119 737 

13/0 

<.0001 

Week 3 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

fl of BLQ/ALQ Values 

17 

44562.185,25513.374 

36663.3961,9377.2509 

34150.926 

272.091, 142847.845 
272.091.142847 845 

0/0 

30 

63.595, 28.790 

105.2024,19.2072 

19.069 

7.440, 467.385 

8.949, 287 794 

7/0 

<0001 

29 

43893.696,34571.846 
27843.3632,5170.3827 
37871.924 

6546.311. 99246.346 
6807.210,93029.874 

0/0 

35 

22.692,16.452 
22.9362,3.8769 

14.933 

5.557, 112.843 

5.666, 77.21.3 

18/0 

<0001 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

43227.562, 27407.581 
32562.2568,7674.9975 
34969.785 

314.062.122128.717 
314.062,122128.717 

30 

75.167,33.685 

115,7120,21.1260 

26.410 

6.859,505.029 

7.151, 348.552 

<.0001 

32 

42182.049, 33379.721 
2620J.063S, 4631.7375 
36604.744 

3465.540,108315.817 
7212.012, 85624.375 

35 

25.447, 18.51! 
lywib, 4.0W3 

15.002 

5.550, 105.649 

6.778, 94.757 

<.0001 


* P-va!ue from Wilcoxon rank-sum test, "" ’ “ .~~—- 

' Overall values calculated by first averaging tbe results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<= 1 .234’ will be used as ’1.234’) for the averages acruss visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Staiistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoinr and Overall 

(Page 81 of 264) 


Biomarker: Total 3-hydroxvcolinme (tug‘'24Br).‘Crcarene per day )_ Analytical Lab: Harrogaie 





Male 



Female 



Timepoml 

Statistic 

Smokers 

Non-Smokers- 

P-value* 

Smokers 

Non-Smokers 

P-value 1 


Weekl 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

H of BLQ/ALQ Values 

18 

518-293, 398.647 
265.0141, 62.4644 
497.403 

26.790, 1041.121 
26.790, 1041.121 

0/0 


NA 

32 

514,451.418.780 

361 5090.63 9064 

411.498 

92.813, 1738.618 

148.548,1220,408 

0/0 


NA 


Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

632.378,401.643 
761.0430, 179.3796 
500.314 

16.140,3571.898 
16.140, 3571.898 

0/0 


NA 

31 

674.091,568.729 

426.5924,76.6183 

535.339 

226.150.1837.330 

234.377. 1632 510 

0/0 


NA 


Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

686.349,461.222 
480.7707, 116.6040 
606.335 

17.432, 1676.349 
17.432,1676.349 

0/0 


NA 

29 

537,154,480.698 

277.6903,51.5658 

478.038 

272.522,1418,901 

224.937,1089 147 

0/0 


NA 


Overall' 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

18 

608.687, 437.008 
432.0203, 101.8282 
539.388 

20.121,2030.196 

20.121,2030.196 


NA 

32 

577.776, 504.000 
326.0893, 57.6450 

481 105 

199.073, 1516.938 
215.772,1303.658 


NA 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

• P-value from Wilcoxon rank-sum lest. 

* Overall values calculated by first averaging the results across visits within a subjed, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {c.g., '-G ,234'will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2 2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 82 of264) 

Biomarker: Total 3-hydroxycotininc ((nmol/24hrycigarcttc per da y ) Analytical Lab: Harrogate _ 


Male _ ___Female 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN. CEO MEAN 

SD, SE 

MEDfAN 

MIN, MAX 

3%, 95% 

#nf R1.Q/A1.Q Values 

18 

2696.580,2074.150 
1378,8686, 325.0025 
2587.989 

139.388, 5416,950 

139.388, 5416.950 

0/0 


NA 

32 

2676.690.2178,910 

1880.9313,332.5048 

2141.025 

482.904.9046.0311 

772.895. 6349.783 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MTN, MAX 

5%, 95% 

# of BLO/ALO Values 

18 

.3290.262, 2089.748 
3959.7063,933.3117 
2603.135 

83.976, 18584.583 

83.976, 18584.583 

0/0 


NA 

31 

3507.296, 2959.098 
2219.5603,398.6448 

2785 367 

1176.658,9559.628 
1219.464, 8493.950 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

3571.073,2399.735 

2501.4498,606.6907 

3154.763 

90.697. 8722.043 

90.697,8722.043 

0/0 


NA 

29 

2794.814, 2501.073 
1444.8224,268.2968 
2487.232 

1157.784, 7382.540 
1170.349, 5665.830 

0/0 


NA 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

3166.997,2273.752 
2247.8017,529.8 !19 
2806.435 

104.687, 10563.111 
104.687,10563.111 


NA 

32 

3006.169,2622.312 

1096.6422.299.9268 

2503.186 

1035.779, 7892 630 

1122.662, 6782.931 


NA 


NOTE: Values listed were normal i7.ed by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

3 P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1 .234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 2-2 

Statistical Comparison Between Strikers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timcpoint and Overall 

(Page 83 of 264) 


Bioinarker: Total 3-hydroxycoUnme (ngftng Creatinine) Analytical Lab: Harrogate 


TiiTKpoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value’ 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

5.847,3.827 

0.008, NA 


6,788.4.823 

0.004,0.003 



SD,SE 

4.1160,0.9701 

0.0122,0.0022 


4.9747, 0.8794 

0.0069,0.0012 



MEDIAN 

5.353 

0.002 


5.406 

G.002 



MIN, MAX 

0.076, 15.997 

0.000.0.052 


0.154, 18.383 

0.001,0.037 



5%, 95% 

0.076, 15.997 

0.001,0.042 


0.676, 18.231 

0.001,0.022 



It of BLQ/ALQ Values 

wo 

m 


0/0 

15/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

5.688,3.726 

0.011, NA 


7.402,5.538 

0.005,0.003 



SD. SE 

4.0901,0.9640 

0.0217,0.0040 


5.3130,0.9542 

0.0060,0.0010 



MEDIAN 

4.759 

0.004 


5.898 

0.002 



MIN, MAX 

0.054, 15.619 

0.000, 0.099 


0.503, 20.024 

0.001,0.027 



5%, 95% 

0.054, 15.619 

0001,0.071 


0.918, 18.908 

0.001,0.021 



# of BLQ/ALQ Values 

0/0 

2/0 


wo 

13/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

5.880, 3.539 

0.006,0.003 


7.537, 5.667 

0.004, 0.003 



SD. SE 

4.7052, 1.14(2 

0.0104,0.0019 


5.6364, 1.0466 

0.0050,0.0008 



MEDIAN 

5.037 

0.002 


4.992 

0.002 



MIN, MAX 

0.046, 17.626 

0.001,0.050 


1.148, 23.294 

0.001.0.029 



5%. 95% 

0.046, 17.626 

0.001.0.026 


1.303. 17.524 

0.001.0.010 



# of BLQ/ALQ Values 

0/0 

7/0 


0/0 

18/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

5.814 t 3.797 

0.008, 0.004 


7.186.5,455 

0.004,0.003 



SD, SE 

4.1774,0.9846 

0.0125,0.0023 


5.1148,0.9042 

0.0053,0.0009 



MEDIAN 

4.913 

0.003 


5573 

0 002 



MIN. MAX 

0.059, 16.414 

0.001.0.046 


0653.20.195 

0.001,0.026 



5%, 95% 

0.059,16.414 

0.001,0.039 


0.914, 17.186 

0.001,9.021 



* P-value from Wilcoxon Tank-sum rest. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '<1.234* will be used as *1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tab?? 14.2.2-2 

Statistical Comparison Between Smokercand Non-Smokers hy Gender of 24-Hour Urine Biomarfcers of Exposure by Timepoint and Overall 

(Page 84 of 264) 


Biomarker Total 3-hydroxycotininc (rjmcl/mg Creatinine) Analytical Lab; Harrogate 

Timepoint 



Male 




Female 


Statistic 

Smokers 

Nun-Srnokens 

P-value J 


Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MtN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

IS 

30.420.19.913 

21.4154,5.0475 

27.849 

0.395,83.232 

0.395,83.232 

0/0 

30 

0.039. NA 
0.06.38.0.0116 

0.010 

0.000,0.271 

0.005, 0.219 

8/0 

<0001 


32 

35.319,25.093 

25.8835,4.5756 

28.128 

0.801,95.647 

3.517.94,856 

0/0 

35 

0.023,0014 

0.0358,0.0061 

0.010 

0.005,0.193 

0.005, 0.114 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

29.593,19J88 

21.2809, 5.0160 

24.751 

0,281.81.255 

0.281,81.266 

0/0 

30 

0.059, NA 
0.1128.0,0206 

0.019 

0.000, 0.515 

0.005,0.369 

2/0 

<.000! 


31 

38511.28.813 
27.6433,4.9649 

30.687 

2.617, 104.185 

4.776, 98.378 

0/0 

35 

0.025,0.015 

0.0.314, 0.0053 

0.010 

0.005,0.140 

0.005,0.109 

13/0 

<0001 

Week 3 

N 

MEAN, GEO Mean 

SD, SE 

MEDIAN 

MIN. MAX 

5%, 95% 

tf of BLQ/ALQ Values 

17 

30.593.18.410 
24.4*13.5.9376 

26.208 

0.239, 91.708 
0239,91.708 

0/0 

30 

0.032,0.015 

0.0541,0.0099 
o.oio 

0.005,0.260 
0.005,0,135 

7/0 

<0001 


29 

39.214,29.486 

29.3260, 5.4457 

25.973 

5.973. 121.199 
6.780,91.177 

0/0 

35 

0.021,0.014 

0.0262,0.0044 

0.010 

0.005,0.151 

0.005, 0.052 

18/0 

<000! 

Overall’ 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

30.249, 19.747 
21.7351.5.1230 

25.563 

0.305, 85 402 
0.305,85.402 

30 

0.043,0.020 

0.0652, 0.0119 

0.016 

0.003. 0241 

0.005,0.203 

<.0001 


32 

37.388, 28.380 

26.6119, 4.7044 

28.996 

3.399, 105,075 

4 755,89.417 

35 

0.023,0.016 

0.0275, 0.0046 

0.012 

0.005,0.135 

0.005, 0.111 

<0001 


* P-value from Wtlcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<1.234' will be used as ‘1.234 1 ) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Tabic 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biotnarkere of Exposure by Timepoint and Overall 

(Page 85 of264) 


Biomarker: Tuial 3-hydrosycotinine ((ng/mg CreatinineVcigarette per day) Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value’ 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.457,0.302 



0.457, 0.365 




SD.SE 

0.5352.0.1261 



0.3435,00607 




MEDIAN 

0.373 



0.377 




MIN. MAX 

0.021.2.536 



0.077,1.823 




5%, 95% 

0.C21,2.536 



0.161,1.054 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 2 

N 

IS 


NA 

31 


NA 


MEAN. GEO MEAN 

0.683,0.295 



0.545,0.452 




SD, SE 

1.5982,0.3767 



0.3337,0.0599 




MEDIAN 

0.342 



0.479 




MIN, MAX 

0.018,7.069 



0.139,1.274 




5%, 95% 

0.018,7.069 



0.171, 1.211 




# of BLQ/ALQ Values 

0/0 



0/0 



Week 3 

N 

17 


NA 

29 


NA 


MEAN, GEO MEAN 

0-551,0 333 



0.488,0.410 




SD, SE 

0.6.392, 0.1550 



0.3344, 0,0621 




MEDIAN 

0.420 



0.326 




MIN, MAX 

0.015. 2.859 



0.151, 1.709 




5%, 95% 

0.015, 2.S59 



0.186, 3.165 




# of BLQ/ALQ Values 

o/o 



0/0 



Overall’ 

N 

18 


NA 

32 


NA 


MEAN, GEO MEAN 

0.559,0.317 



0.505, 0.428 




SD. SE 

0.9084.0,2141 



0.3106,0.0549 




MEDIAN 

0.392 



U.435 




MIN, MAX 

0-019, 4.155 



0.163, 1.389 




5%, 95% 

0.019,4.155 



0.187,1.346 




NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey far the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subjecl.then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234’ will be used as'1.234’) for the averages across visits within a subject thus elimmating ail BLQ/ALQ values tor ihe overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 86 of 264) 


Bio marker: Total 3-hydroxycotinine ((nmol/mg Creatinine Vcigarettc rx-relay) _Analytical Lab: Harrogate 


__ .._... __ ._Female 


Timet>oinf 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 


Week l 

| 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

2.376, 1.569 

2.7546,0.6553 

1.940 

0.107,13.195 

0.107, 13.195 

0/0 


NA 

32 

2.376, 1.900 
1.7873,0.3160 

1.960 

0.401,9.486 

0.839, 5.486 

0/0 


NA 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5% 95% 

# of BLQ/ALQ Values 

IS 

3.552, 1.536 
8.3151,1.9599 

1.780 

0 094, 36.780 

0.094,36.780 

0/0 


NA 

31 

2.833,2.350 

1.7359,0.3118 

2.490 

0.725, 6.629 
0.890,6.299 

0/0 


NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

17 

2.865, 1.732 
3.3257,0.8066 

2.184 

0.080, 14,876 

0.080, 14,876 

0/0 


NA 

29 

2.538,2.133 

1.7400.0.3231 

1.695 

0.786, 8.891 

0.969. 6.061 

0/0 


NA 

Overall' 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

2.907, 1.649 

4 7763, 1 1140 

2.037 

0.102,21.617 

0.102,21.617 


NA 

32 

2.625, 2.227 

1.6155, 0-2856 

2.263 

0.850.7.227 

0.974,7,002 


NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 
a P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nut apply as the BLQ/ALQ values were convened to the limit 
of the quantification (e.g.. ’<1,234’will be used as '12341 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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[able 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers try Gender of 24-Hour Urine Biomarkere of Exposure by Timepoim and Overall 

(Page 87 of 264) 


Biomarker: Total 3-hydroxycotinine (ng/mL) 

Analytical Lab: Harrosate 






Timepoint 



Male 


Female 



Statistic 

Smokers 

Non-Smokers 

P-value’ Smokers 

Non-Smokers 


P-value 1 

Week l 

N 

18 

30 

<.0001 32 

35 


<.0001 


MEAN, GEO MEAN 

5422.5, 3090.8 

8.4,3.6 

4520.5,3158.8 

2.7, 1.8 




SD, SE 

6007.04. 1415.87 

17.48,3.19 

3406.88, 602.26 

3.64.0.62 




MEDIAN 

3942.6 

3.2 

3835.6 

11 




MIN, MAX 

57.0,26581.8 

1.0,96.1 

67.5,15165.6 

1.0,18.0 




5%, 95% 

57.0,26581.8 

1.0,21.5 

547.1,12291.4 

1.0, 14.4 




# of BLQ/AT.Q Values 

0/0 

8/0 

0/0 

15/0 



Week 2 

N 

18 

30 

<.0001 31 

35 


<.0001 


MEAN, GEO MEAN 

5759.2. 3582.1 

13.2.4.2 

6105.6,4281.4 

3.0,2.0 




SD, SE 

5203.34, 1226.44 

31.84.5.81 

4702.90, 844.67 

3.77,0.64 




MEDIAN 

4781.9 

2.7 

4802.7 

1.3 




MIN, MAX 

53.8, 23327.3 

1.0,169.4 

276.3,16335.0 

1.(1, 17.5 




5%, 95% 

53.8.23327.3 

1.0,57.6 

968.5,16284.7 

1.0,13.6 




#of BLQ/ALQ Values 

0/0 

2/0 

0/0 

13/0 



Week 3 

N 

17 

30 

<.0001 29 

35 


<.0001 


MEAN, GEO MEAN 

4831.2. 2900.2 

6.8,3.1 

5180.2,3871.9 

2.2, 1.6 




SD, SE 

3990.41, 967.82 

12.95, 2.36 

4458.33,827.89 

2.40,0.41 




MEDIAN 

4218.2 

2.5 

3922.3 

1.0 




MIN, MAX 

49.9,14967.4 

1.0, 69.1 

703.4, 23404.7 

1.0,12.5 




5%, 95% 

49.9, 14967.4 

1.0,21.9 

898.7, 11352.7 

1.0,6.9 




# of BLQ/ALQ Values 

0/0 

7/0 

0/0 

18/0 



Overall’ 

N 

18 

30 

<■0001 32 

35 


<.0001 


MEAN,GEO MEAN 

5401.5, 3535.5 

9.5,4.2 

5159,8,3843.3 

2.7,1.9 




SD, SE 

4129.77,973.40 

16.09, 2.94 

3827.67,676.64 

2.76,0.47 




MEDIAN 

5004.8 

3.5 

3829.5 

1.3 




MIN. MAX 

53.6, 18644.1 

1.0, 66.3 

349.1, 18285,0 

1.0, 12.3 




5%, 95% 

53.6,18644.1 

1.0.61.9 

835.5,11100.3 

10,11.3 




’ P-value from Wilcoxon rank-sum test. 

" Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nut apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ’<!.234’will be used as’1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14.2 2-2 

Statistical Comparison Between Smokers and Non-Smoker; by Gender of 24-Hour Urine Biomarkers of Exposure byTimepoint am) Overall 

(Page 88 of 264) 


Biomarkcn Total 3-hydroxycotimne (nniol/L) 

Analytical Lab: Harrogate 









Male 



Female 


Tiroepoint 

Statistic 

Smokers 

Non-Smokers 

P-vaIue J 

Smokers 

Non-Smokers 

P-vafue* 

Weekl 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/At.Q Values 

18 

28213.3,16081.4 
31254.64,7366.79 

20513.4 

296.6. 138305.1 

296.6, 138305.1 

04) 

30 

43.9, 18.6 

90.93, 16.60 

16.7 

5.2, 500.0 

5.2, 111.9 

8/0 

<.0001 

32 

23520.0, 16435.2 
17726.02,3133.55 

19956.6 

351.2,78906.6 

28466,63952.2 

0/0 

35 

13.9,9.2 

18.94,3.20 

5.7 

5.2,93.7 

5.2.74.9 

15/0 

<.0001 

Week 2 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

#of BLQ/ALQ Values 

18 

29965.1,18637.5 

27072.96, 6381.16 

24880.2 

279.9, I2I37I.9 

279.9, 121371,9 

a/o 

30 

68.6,21.8 

165.69,30.25 

14.1 

5.2,881.4 

5.2,299.7 

2/0 

<.0001 

31 

31767.7,22275.9 

24469.20,4394.80 

24988.4 

1437.6, 84991.0 
5039.1.84729.3 

0/0 

35 

15.9,10.3 

19.64,3.32 

6.8 

5.2.91.1 

5.2,70.8 

13/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

25136.6, 15089.8 
20762.11,5035.55 

21947.3 

259,6, 77875.4 

2596, 77875.4 

0/0 

30 

35.6,16.4 

67.36,12.30 

12.8 

5.2, 359.5 

5.2, 113.9 

7/0 

<0001 

29 

26952.4, 20145.6 
23196.68,4307.52 

20407.7 

3659.8, 121774,7 

4675.9, 59068,1 

0/0 

35 

11.6,8.4 

12.50,2.11 

5.2 

5.2,65.0 

5.2,35.9 

18/0 

<.0001 

Overall* 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

28104.0, 18394.8 

21487.20, 5064.58 

26040.0 

278.7, 97005.2 

278.7, 97005.2 

30 

49.4,22.0 

83.69, 15.28 

18.2 

5.2. 344.8 

5.4,322.2 

<.0001 

32 

26846.2, 19996.4 

19915.37, 3520.57 

19924.9 

1816.2.95136.9 

4347.1.57754.9 

35 

13.8,9.9 

14.36,2.43 

6.8 

5.2, 64.0 

5.2, 58.8 

<0001 


‘ P-value from Wileoxon rank-sum test. 

Overall values calculated by first averaging the results across visits within a subject, (hen calculating the descriptive statistics across subjects. Count of BLQ/AIQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,, ’<i.234’wilt be used as ’1.234 j for the averages across visits within a subject thus eliminating at! BLQ/ALQ values for the overall statistics. 
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Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkcrs of Exposure by Timepoint and Overall 

(Page 89 of 264) 


Biomarker: Total 34tyUrosycoimine ((nfi/mLJ/cigaretie per day) 


Analytical Lab: Harrogate 


Male 


Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value' 

Smokere 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

S%, 9S% 

#nfHI.Q/AI.Q Values 

18 

336.1,243.6 

236.01,55.63 

306.9 

19.0,886.1 

19.0,886.1 

0/0 


NA 

32 

308.3, 239.2 
22279,39 38 
240.2 

33.8, 824.6 
67.7, 794.9 
0/0 

Week 2 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLO/ALO Values 

18 

477.4,283.7 

543.13, 128.02 

367.5 

17.9, 2304,5 

17.9,2304.5 

0/0 


NA 

31 

449.6, 349.1 
366.34,65,80 

361.8 

113.1, 1898.5 

124.6, 1113.5 
0/0 

Week 3 

N 

MEAN, UHO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%. 95% 

* of BLQ/ALQ Values 

17 

510.7, 272.8 

703.82. 170.70 

319.2 

16.6,2993.5 

16.6, 2993.5 

0/0 


NA 

29 

339.8.280.1 
238.87,44.36 

239.5 

94.8, 1017.6 

122.3.950.2 
0/0 

Overall' 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

439.2, 290.4 

421.42, 99..13 

379.5 

17.8, 1912.2 

17.8,1912.2 


NA 

32 

371.6,300.9 
266.90,47. IS 
284.2 

104.8. 1253.8 
118.2. 924.4 


Female 


Non-smokers 


F-vabe* 


NA 


NA 


NA 


' P-value from Wllcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were convened to the limit 
of the quantification Vr].234Vill be used ac 7.2343 for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Table 14 2.2-2 

Statistical Comparison Between Smokereand Non-Smokers by Gender of 24-Hour Urine Biomarkere of Exposure by Timepoint and Overall 

(Page 90 of 264) 


Biomariter: Total 3-hydroxycotmme ((rtmoVLYciitarette per day! 

Analytical Lab: Harrogate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-vaiue* 


Weekl 

N 

18 

NA 

32 


MEAN, GEO MEAN 

1748.6. 1267.3 


1604.1, 1244.5 


SD.SE 

1227.94,289.43 


1159.16,204.9! 


MEDIAN 

1596.7 


1249.7 


MIN, MAX 

98.9.4610.2 


175.6,4290.4 


5%, 93% 

98.9,4610.2 


352.3, 4135.8 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

2484.1, 14763 


2339.4, 1816.6 


SD, SE 

2825.84, 666.06 


1906.12,342.35 


MEDIAN 

1912.0 


1882.5 


MIN, MAX 

93.3, [1990.1 


588.3, 9878.0 


5%, 95% 

933, 11990.1 


648.0,5793.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Week 3 

N 

17 

NA 

29 


MEAN, GEO MEAN 

2657.0, 1419.3 


1768.2,1457.4 


SD.SE 

3661.97,888.16 


1242,87,230.79 


MEDIAN 

1661.0 


1247.7 


MIN, MAX 

863,15575.1 


493.0, 5294.6 


5%, 95% 

86.5.15575.1 


636.1,4943.7 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall* 

N 

18 

NA 

32 


MEAN, GEO MEAN 

2285.1,1511.3 


1933.4.1565,3 


SD, SE 

2192.66, 516.81 


1.388.68, 245,49 


MEDIAN 

1974.4 


1478.7 


MIN, MAX 

92.9,9949.3 


545.2, 6523 5 


5%, 95% 

92.9.9949.3 


614.7,4809.9 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by tbe number of cigarettes found In question 4 of the weekly survey for the corresponding week. 

" P-value from Wilcoxon rank-sum test. 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/aLQ values docs not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., V] 7 W will be used as'1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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• • • 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokere and Non-Smokers by Gender of 24-Hour Urine Biomarkerx of Exposure by Timcpoint and Overall 

{Page 91 of 264) 


Biomarkcr: Tufail Colininc (ua'24hr) Analytical Lab: HarroRaie 


Timepotni 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value" 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5% 95% 

# of Rt.Q/ALQ Values 

18 

4697.127,3151.036 

3405.8661.802.7703 

4337.910 

44.556, 14394.338 

44.556, 14394.338 

0/0 

30 

7.373, 3.378 

10.9875, 2,0060 

1.985 

0.950. 46.593 
1.030,31.240 

11/0 

<0001 

32 

4980.328.3583.251 
3510.2690,620.5337 
4470.819 

100.100, 17099.775 
720.720, 10349.625 

0/0 

35 

3 560,2 536 
4.1082,0.6944 

2,565 

0.570,20.150 

0.800,16.174 

22/0 

<.0001 

Week 2 

N 

MEAN. GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

4529.454,3076.865 
2787.8435,657.1010 
4738.128 

25.650, 11710.980 

25.650, 11710.980 

0/0 

30 

9.251, 3.780 
17.8779,3.2640 

3.046 

0.625,95.190 

0.820, 27.225 

12/0 

<0001 

31 

5307.500,4056.020 

3484.5950,625.8517 

5108.532 

240.900, 16352.593 
735.694, 14208.645 

0/0 

35 

3.933.2.847 

3.5793,0.6050 

2.480 

0.750,13.755 

0.915,12.760 

20® 

<.0001 

Week 3 

N 

MEAN, GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

5082.502.3029.686 
3857.0403, 935.4697 
3803.840 

21.379, 13322.126 

21.379. 13322.126 

0/0 

30 

6.551,3.654 

9.7076, 1.7724 

2.654 

1.350,43,940 

1 430, 33.930 

14/0 

<.0001 

29 

5097.602,4137.160 

2623.3481,487,1435 

5222,565 

520.428. 10294.830 
756.280,9606.210 

0/0 

35 

3.155,2.484 

2.9360,0.4963 

2.395 

0.990, 15.268 

1.034, 11.925 

25/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%95% 

IS 

4774.447, 3201-346 
3149.1211,742.25J0 
4549.285 

30.528, 13J42.48I 

30.528,13342.481 

30 

7.725, 3.939 
11.0103,2.0102 

2.795 

1 133,48 539 
1.193,30.177 

<.0001 

32 

5005.216,3905.527 
2989.8478, 528.5354 
5168.867 

287.143,12691.083 

834.401, 10962.570 

35 

3.549,2.768 

2.9976, U. 5067 

2.632 

0.967, 11.705 

1.167, 11.541 

<.0001 


* P-value from Wilcox on rank-sum test. 


' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of ihe quantification (c.g., '<1.234’will be used as'1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers anil Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoim and Overall 

(Page 92 of 264) 


Bloinarkcr: Total Cotinine (nntol/24ilr) _ Analytical Lab: Hamiuate 





Male 



Female 


Timepoim 

Statistic 

Smokers 

Non-Smokere 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

MEAN, GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

ft of BLQ/ALQ Values 

IS 

26656.198, 17882.131 
19328.2899,4555.2216 
24617.640 
252.855,81687.868 
252.855,81687.868 

n/n 

30 

41.839, 19.170 

62.3538, 11.3842 

11.265 

5.391,264.415 

5.845,177.287 

11/0 

<.0001 

32 

28263.359, 20334.948 
19920.7764,3521.5290 
25371,898 
568.068,97041.223 
4090.086, 58734.122 

0/0 

35 

20.202,14.390 
23.3141,3.9408 

14.556 

3.235,114.351 
4.540,91.787 

22/0 

<.0001 

Week 2 

N 

MEAN. GEO MEAN 
SD.SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf ofBLQ/ALQ Values 

18 

25704.650, 17461.209 
15821.0119.3729.0483 
26888.877 

145.564, 66459.812 
145.564,66459.812 

0/0 

30 

52.500,21.453 

101.4570, 18.5234 

17.286 

3.547, 540.203 

4.654, 154.502 

12/0 

<.0001 

31 

30120.061,23017.914 
19775.0765,3551.7086 
28990.919 

1367.108. 92800.965 
4175.063, 80634.060 

0/0 

35 

22.322, 16.155 
20.3127,3.4335 

14.074 

4.256, 78.060 

5.193, 72.413 

20/0 

<0001 

Week 3 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

tf OfBLQ/ALQ Values 

17 

28843.196, 17193.472 
21888.7039, 5306.7905 
21586.792 

121.326, 75603.065 
121.326.75603.065 

0/0 

30 

37.175,20.737 

55.0906, I0.05BI 

15.062 

7.661,249.360 

8.115, 192.553 

14/0 

<.0001 

29 

28928.891,23478.382 
14887.5004,2764.5394 
29638.056 

2953.429, 5S423.I60 
4291.889. 54515.242 

0/0 

35 

17.902,14.098 
16.6615,2.8163 

13.592 

5.6!?, 86-646 

5 868, 67.674 

25/0 

<.0001 

Overall" 

N 

MEAN, GEO MEAN 
SD, SE 

MEDIAN 

MIN, MAX 

5%. 95% 

18 

27094.985, 18167.650 
17871.2622,4212.2069 
75817.193 

173.248, 74583.582 

173.248, 74583.582 

30 

43.838,22.354 

62,4834, 11.4079 

15.859 

6 432. 275.461 

6.772,171.255 

<0001 

32 

28404.604,22163.866 
16967.3859, 2999.4384 
29333.321 

1629.535.72021.894 

4735.227,62212.586 

35 

20.142, 15.706 

17.0113,2.8734 

11.935 

5.486, 66.424 

6.621,65.497 

<.0001 


1 P-valne from Wilcoxon rank-sum test. 

■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Cotint of BLQ/ALQ values does noi apply as the BLQ/ALQ values were converted to the limit 
of the quantification (c.g., '< 1.234’ will be used as 1.234 j for the averages across visits within a subject thus eliminating all BLQ/ALQ values fur the overall statistics 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepotnt and Overall 

{Page 93 of 204) 


Biomarker: Total Cotinine ((nfi/24hrVciBarcttc per day) _ Analytical Lab: Har rogate 


Timepoint 



Male 


Female 


Statistic 

Smokers 

Non-Smokers 

P-value" 

Smokers Non-Smokers 

P-value* 

Week 1 

N 

IS 


NA 

32 

NA 


MEAN, GEO MEAN 

317 798,248.311 



336.076,271.330 



SD.Sb 

202.3497, 47,6943 



284.6036, 50.3113 



MEDIAN 

257.105 



290.369 



MIN, MAX 

14.852, 761 880 



50.050, 1709.978 



5”/., 95% 

14.852, 761 880 



67.906,608.801 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 2 

N 

18 


NA 

31 

NA 


MEAN, GEO MEAN 

363.151,243.714 



401.127,330.767 



SD,SE 

406.48S6, 95.SJ03 



316.2812, 56.8058 



MEDIAN 

273.776 



299.705 



MIN, MAX 

8.550, 1900.378 



154.802, 1578.738 



5%. 95% 

8.550. 1900.378 



168.956, 1113,879 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

395.614. 284.965 



349.524,299.300 



SD.SE 

238.6764, 57.8875 



203.2411, 38,1123 



MEDIAN 

397.482 



266.882 



MIN. MAX 

7.126.918.949 



104.652, 870.428 



5%, 95% 

7.126,918.949 



130.107. 845.604 



# of BLQ/ALQ Values 

0/0 



0/0 


Overall' 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

3S6.143.267.708 



360.842, 307.890 



SD.SE 

237.1620, 55.8996 



244.4457, 43.2123 



MEDIAN 

280.147 



273.036 



MIN, MAX 

10.176. 1032.382 



123.497,1378.107 



5%, 95% 

10.176, 1032.382 



140.352,735.186 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of'the weekly survey for the corresponding week. 
1 P-value from Wilcoxon rank-sum test. 


* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., ( <1.234’ will be used as ’1.234*) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 
Covance CRU Study No. 

Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Ttmepoint and Overall 

(Page 94 of 264) 


Biomarker Total Cotinine ( (nmol/24hry ri garette per day) Analytical Lab: Harrouaie 





Male 



Female 



Timepoint 

Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 


P-value* 

Week 1 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN, MAX 

5%, 95% 

# of BLQ/ALQ Values 

18 

1803.502,1409.164 
1148.3342,270.6650 
1459.071 

84.285. 4323.669 

84.285. 4323.669 

0/0 


NA 

32 

1907.232,1539.798 
1615.1252,285.5165 
1647.840 

284.034,9704.122 

385.369, 3454.948 

0/0 



NA 

Week 2 

N 

MEAN. GEO MEAN 

SO. SE 

MEDIAN 

MIN, MAX 

5%. 95% 

# of BLQ/ALQ Values 

18 

2060.879,1383.077 
2306,8222, 543.7232 
1553.675 

48.521,10784.6+3 

48.521, 10784.643 

0/0 


NA 

31 

2276.398, 1877.105 
1794.8960,322.3728 
1700.826 

878.503, 8959,340 
958.827,6321.264 

0/0 



NA 

Week 3 

N 

MEAN, GEO MEAN 

SD, SE 

MEDIAN 

MIN. MAX 

5%. 95% 

# of BLQ/ALQ Values 

17 

2245.111,1617.182 
1354.4876,328.5115 
2255.712 

40 442,5215.035 
40.442,5215.035 

0/0 


NA 

29 

1983.549, 1698.525 
1164.7429,216.2873 
1514.553 

593.900.4939.676 

738.357,4798.800 

0/0 



NA 

Overall* 

N 

MEAN. GEO MEAN 

SD. SE 

MEDIAN 

MIN, MAX 

5%, 95% 

18 

2021.113.1519.244 
1345.8940,317.2302 

1580 837 

57.749,5858.764 

57.749, 5858.764 


NA 

32 

2047.778, 1747.273 
1387.2286.245,2297 
1549.477 

700.849, 7820.754 
796.500,4172.178 



NA 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

* P-value from Wilcoxon rank-sum test. 

’ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g„ ’< 1.234’ will be used as ’l 234 1 ) for the averages across visits within a subject thus eliminating all RI Q/AT.Q values for the overall statistics. 


Final Draft: 22 October 2003 


Page 785 of 15260 


Source: https://www.industrydocuments.ucsf.edu/docs/xjkj0001 



PM3006438755 


Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hotir Urine Biomarkers of Exposure by Timepoint and Overall 

{Page 95 of 264) 


Biomarker: Total Cotinine (pg/mg Creatinin e) Analytical Lab: Harrogate 


Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week 1 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3.409,2.384 

0.005, NA 


4.265, 3.125 

0.003, NA 



SD. SE 

2.1337,0.5029 

0.0074, 0.0014 


2.5826, 0.4565 

0.0036, 0.0006 



MEDIAN 

3-233 

0.001 


4.284 

0.002 



MIN. MAX 

0.042, 8.403 

0,000, 0.033 


0.083, 10.371 

0.000,0.015 



5%, 95% 

0.042, 8,403 

0.001,0.021 


0.473, 8.958 

0.001, 0.014 



# of BLQ/ALQ Values 

0/0 

11/0 


0/0 

22/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<.0001 


MEAN, GEO MEAN 

3.265,2.263 

0.007, NA 


4.176, 3.220 

0.003. 0.002 



SD, SE 

1.9738,0.4652 

0.0164, 0.0030 


2.7789, 0.4991 

0.0031, 0.0005 



MEDIAN 

2.968 

0.002 


3.723 

0.002 



MIN, MAX 

0.029, 7.522 

0.000, 0.091 


0.240, 12.83! 

0.001.0.015 



5%, 95% 

0.029, 7.522 

0.001,0.015 


0.636, 9.853 

0.001.0.009 



# of BLQ/ALQ Values 

O/O 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

3.363, 2.188 

0,004, 0.002 


4.440, 3.529 

0.003, 0.002 



SD. SE 

2.1802. 0.5288 

0.0054,0.0010 


2.7980, 0.5196 

0.0035, 0.0006 



MEDIAN 

2.961 

0.002 


3.807 

0.002 



MIN, MAX 

0,019, 7.284 

0.001,0.025 


0.518, 11.859 

0.001. 0 020 



5%, 95% 

0.019. 7,284 

0.001.0.019 


0.832, 10.517 

0.001.0.008 



If of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 


Overall* 

N 

18 

30 

<.(KW! 

32 

35 

<.0001 


MEAN, GEO MEAN 

3.344, 2.331 

0.005, 0.002 


4,291. 3.340 

0.003. 0.002 



SD, SE 

2.0124, 0.4743 

0.0083,0.0015 


2.6178, 0.4628 

0.0030, 0.0005 



MEDIAN 

3.191 

0.002 


3.974 

0 007 



MIN. MAX 

0.030, 7.123 

0.001, 0.042 


0.280, 10.694 

0.001.0.015 



5%, 95% 

0.030, 7.123 

0.001, 0.018 


0.733 , 8,923 

0.001,0.010 



J P-value from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits witliin a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does nut apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g,. '<1,234' will be used as '1.234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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« 

RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 



Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-Hour Urine Biomarkers of Exposure by Timepoint and Overall 

(Page 96 of 264) 


Biomarker: Total Cot mine (tirool/mg Creatinine) Analytical Lab: Harrogate 

Timepoint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-valuc* 

Smokers 

Non-Smokers 

P-valuc* 

Week I 

N 

IS 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

19.343,13.527 

0.026, N A 


24.206, 17.733 

0.018, N A 



SD.SE 

12.1086.2.8540 

0.0420,0.0077 


14.6561,2.5908 

0.0202,0.0034 



MEDIAN 

18.345 

0.006 


24.309 

0.01f 



MIN, MAX 

0.238, 47,687 

0.000,0.187 


0-47!, 38.355 

0.000,0.085 



5%, 95% 

0.238, 47.687 

0.006,0.119 


2.684, S0.837 

0.006,0.079 



#ctfR).QMTjQ Value* 

0/0 

n/n 


0/0 

22/0 


Week 2 

N 

18 

30 

<0001 

31 

35 

<0001 


MEAN, GEO MEAN 

18.530, 12.843 

0.038, NA 


23.701, 18.276 

0.019,0.014 



SD,SE 

112015,2.6402 

0.0932,0.0170 


15.7703,2.8324 

0.0173,0.0029 



MEDIAN 

16.841 

0.009 


21.128 

0.011 



M[N, MAX 

0.165,42.687 

0.000,0.516 


1.362, 72.816 

0.006,0.085 



5%. 95% 

0.165.42.687 

0.006.0.085 


3.609.55.916 

0.006, 0.051 



» of BLQ/ALQ Values 

0/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<0001 


MEAN, GEO MEAN 

19.086, 12.417 

0.021,0.012 


25.199,20.024 

0.017, 0.013 



SD, SE 

12.3729, 3.0009 

0.0306,0.0056 


15.8784,2.9485 

0.0196, 0.0033 



MEDIAN 

16.R04 

0.011 


21.605 

0.0 n 



MIN, MAX' 

0.108,41.337 

0.006,0.142 


2.940, 67.300 

0.006,0.114 



5%, 95% 

0.108,41.337 

0.006,0.108 


4.722,59.684 

0.006, 0.045 



# of Bt.Q/ALO Values 

0/0 

14/0 


0/0 

25/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<0001 


MEAN, GEO MEAN 

18.974, 13.230 

0.028,0.014 


24.354, 18.957 

0,018, 0.014 



SD.SE 

11.4205.2.6918 

0.0475.0.0087 


14.8558.2.6262 

0.0170. 0.0029 



MEDIAN 

18307 

0.010 


22 550 

0.011 



MIN, MAX 

0.170,40.425 

0.004,0.240 


1.591,60.690 

0.004,0.085 



5%, 95% 

0.170,40.425 

0.004,0.104 


4.162.50.636 

0.005, 0.057 



" P-vaiue from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of Bf.QM.LO values does not apply as the BCQ/AI.Q values were converted to the limit 
of the quantification (c.g„ ’<1.234’will be used as ’1 -234') for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No, PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokeis by Gender of 24-Hour Urine Biomarkers of Exposure by Timepnint and Overall 

(Page 97 of 264) 


Biomarker: Tuial Commie ((uK/nm CreatinineVcisarcue per day) 

Analytical Lab. Harrogate 






Male 



Female 


Timepoint Statistic Smokers 

Non-Smokers 

P-value 1 

Smokers 

Non-Smokers 

P-value* 


Week 1 

N 

IS 

NA 

32 


MEAN, GEO MEAN 

0.301,0-188 


0.281.0.237 


SD. SE 

0.3833,0.0904 


0.1893, 0.0335 


MEDIAN 

0.159 


0.232 


MIN, MAX 

0.014,1.681 


0.042, 1.037 


5%. 95% 

0014,1.681 


0.098, 0.690 


tf of BLQ/ALQ Values 

0/0 


(V0 

Week 2 

N 

18 

NA 

31 


MEAN, GEO MEAN 

0.384,0.180 


0.313,0.263 


SD. SE 

0.8490,0.2001 


0.2209,0.0397 


MEDIAN 

0.178 


0.242 


MIN, MAX 

0.010, 3.761 


0.113, 1.095 


5%, 95% 

0.010, 3.761 


0 123, 0.716 


# of BLQ/ALQ Values 

0/0 


0/0 

Week? 

N 

17 

NA 

29 


MEAN, GEO MEAN 

0.294, 0.205 


0.316,0.255 


SD, SE 

0.2489, 0.0604 


0.2777,0.0516 


MEDIAN 

0.199 


0.233 


MIN. MAX 

0.006, 1.089 


0.080,1.482 


5%, 95% 

0.006,1.089 


0.120,0.831 


# of BLQ/ALQ Values 

0/0 


0/0 

Overall' 

N 

18 

NA 

32 


MEAN, GEO MEAN 

0.324, 0.196 


0.308, 0.263 


SD, SE 

0.4792,0.1129 


0.2129, 0.0376 


MEDIAN 

0.194 


0.241 


MIN, MAX 

0.010,2.177 


0.104.1.205 


5%. 95% 

0.010,2,177 


0.111,0.584 


NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey forthe corresponding week. 
fl P-valuc from Wilcoxon rank-sum test. 

* Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g., '< 1.254’ will be used as '1.234') forthe averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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RSR 

Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokers and Non-Smokers by Gender of 24-1 lour Urine Biomarkeri of Exposure by Timepoint and Overall 

(Page 98 of 264) 


Biomarker: Total Cosinine ((nmoi/mgCreatininel/rigareile per day) _ Analytical Lab: Harrogate _ 

_ Male_ _Female 


Timepoinl 

Statistic 

Smokers 

Non-Smokers 

P-value 1 

Smokers Non Smokers 

P-value* 

Week 1 

N 

18 


NA 

32 

NA 


MEAN. GEO MEAN 

1.710,1.066 



1.597, 1.343 



SD. SE 

2.1745,0.5125 



1,0751,0.1900 



MEDIAN 

0,903 



1.311 



MIN. MAX 

0.079, 9.537 



0.236, 5.886 



5%, 95% 

0.079, 9.537 



0.555,3.918 



H of BLQ/ALQ Values 

0/0 



o/o 


Week 2 

N 

IS 


NA 

31 

NA 


MEAN. GEO MEAN 

2.178, 1.017 



1.775. 1.490 



SD, SE 

4.8185, 1.1357 



1.2531, 0,2251 



MEDIAN 

1.011 



1.374 



MTN, MAX 

0.055, 21.344 



0.639,6.213 



5%, 95% 

0.055,21.344 



0.700,4.063 



# of BLQ/ALQ Values 

0/0 



0/0 


Week 3 

N 

17 


NA 

29 

NA 


MEAN, GEO MEAN 

1.668, 1.168 



1.791, 1.449 



SD, SE 

1.4125,0.3426 



1.5764, 0.2927 



MEDIAN 

LI 29 



1.321 



MIN. MAX 

0.036,6.180 



0.455,8.413 



5%, 95% 

0.036, 6 180 



0.680.4.718 



# of BLQ/ALQ Values 

O/O 



0/0 


Overall* 

N 

18 


NA 

32 

NA 


MEAN, GEO MEAN 

1.837, 1.113 



1.747, 1.493 



SD, SE 

2.7193.0.6409 



L2U81,0.2136 



MEDIAN 

1.101 



1.368 



MIN, MAX 

0.057, 12.354 



ft 588, 6.837 



5%. 95% 

0.057. 12.354 



0.628,3,315 



NOTE: Values listed were normalized by taking the original biomarker and dividing it by the number of cigarettes found in question 4 of the weekly survey for the corresponding week. 

‘ P-value from Wilcoxon rank-sum test, 

' Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values dues not apply as the BLQ/ALQ values were convened lu ihe limit 
of the quantification (e.g., ,234’will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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Protocol No. PM-8450 

Covance CRU Study No. 12226-8450 


Table 14.2.2-2 

Statistical Comparison Between Smokerc and Non-Smokere by Gender of 24-Hour Urine Biomarkers of Exposure by Timepotnt and Overall 

(Page 99 of 264) 


Biomarker: Total Cotinine ( ng /mL) Analytical Lab: Harrogate 





Male 



Female 


Week I 

N 

IS 

30 

<.0001 

32 

Non-Smokci s 

35 

P-valuc 

<.0001 


MEAN, GEO MEAN 

3253.1, 1925.2 

4.5.2.3 


3150.1,2046.6 

1.8,1,4 



SD.SE 

3277.32, 772.47 

706. 1.29 


2736.60,483.77 

1.77,0.30 



MEDIAN 

1979.1 

1.5 


2234.6 

1.0 



MIN, MAX 

31.6, 12250.5 

1-0,35.5 


36.4.12610.5 

1.0,7.1 



5%, 95% 

31.6, 12250.5 

1.0,16.7 


343.7, 8279.7 

1.0,6.7 



# of BLQ/ALQ Values 

n/o 

T I/O 


o/o 

22/0 


Week 2 

N 

i s 

30 

<.0001 

31 

35 

<,0001 


MEAN, GEO MEAN 

3373.5,2173.6 

5.2,2.4 


3802.3,2490.0 

1.9, 1.5 



SD, SE 

2964.30,698.69 

7.93, 1.45 


3672.50,659,60 

1.52,0.26 



MEDIAN 

2387.9 

1.5 


2731.6 

1.0 



MIN, MAX 

28.5, 13012.2 

1.0,33.4 


132.0, 18373.7 

1.0, 5.8 



5%, 95% 

28.5. 13017.2 

1.0, 23.2 


503,9,9222.8 

1.0,5.5 



U of BLQ/ALQ Values 

D/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<0001 

29 

35 

<.0001 


MEAN, GEO MEAN 

2794.4, 1791.9 

3.6, 2.1 


3210.5,2410.8 

1.6,1.3 



SD.SE 

1879.15,455.76 

6.18, 1.13 


2211.83,410.73 

1.52,0.26 



MEDIAN 

2377.4 

1.4 


2429,1 

1.0 



MIN, MAX 

20 4,5701.3 

1.0,33.8 


279.8,7919.1 

1.0,8.8 



5%, 95% 

20.4.5701.3 

1.0,11.7 


5402, 73044 

1.0,4.5 



K of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 


Overall' 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

3167.0. 2117.4 

4.4, 2.5 


3306.6,2322.6 

1.8, 1.5 



SD, SE 

2358.10,555.81 

5.89, 1.07 


2691.91,475.87 

1.40,0.24 



MF.DIAN 

3091 3 

1.8 


2198.6 

].] 



MIN, MAX 

26.8,9891.3 

1.0,27.1 


1494,12581.8 

1,0.6.9 



5%, 95% 

268,9891.3 

1.0,17.1 


464.3, 7394.7 

1.0,5.5 



3 P-value from Wilcoxon rank-sum test. 


■ Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification {e.g., '<t.234’will be used as '1.234') for the averages across visits withina subject thus eliminating all BLQ/ALQ values fur the uverall statistics. 
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Protocol No. PM-8450 
CovanceCRU Study No. 12226-8450 


Table 14.2.2-2 


Statistical Comparison Between Smokers and Non-Smokers by Gender of24-Hour Urine Biomarkeis of Exposure by Timepoint and Overall 

(Page 100 of264) 

Biomarker. Total Cotinine (nmol/L) Analytical Lab: Harrogate 

Timeooint 



Male 



Female 


Statistic 

Smokers 

Non-Smokers 

P-value* 

Smokers 

Non-Smokers 

P-value* 

Week! 

N 

18 

30 

<0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

18461.1.10925.4 

25,3, I3.I 


17876.9, 11614.6 

10.4,8.) 



SD.SE 

18598.78,4383.78 

40.09, 7.32 


15530.19. 2745.38 

10.06,1.70 



MEDIAN 

I1231.4 

8.3 


12681.1 

5.7 



MIN, MAX 

179.3,69521.6 

5.7,201.5 


206.6,71564.6 

5.7, 40.3 



5%, 95% 

179.3,69521.6 

5.7, 94.8 


1978 9,46987 3 

5.7,38.0 



#nfRI.Q/AI.Q Values 

0/0 

11/0 


0/0 

22/0 


Week 2 

N 

18 

30 

<.0001 

31 

35 

<0001 


MEAN, GEO MEAN 

19144 4, 12334.9 

29.5,13.8 


21577.8, 14130.7 

10 8, 8 7 



SD, St 

16822.38.3965.07 

44.99,8.21 


20841.45.3743.24 

8.63,1.46 



MEDIAN 

13551,4 

8.5 


15501.8 

5.7 



MIN, MAX 

161.7,73844.2 

5.7,189.5 


749.1, 104270.7 

5.7,32.9 



5%, 95% 

161.7, 73844.2 

5.7,131.7 


2859.6, 52339.4 

5.7,31.2 



# of BLO/ALO Values 

0/0 

12/0 


0/0 

20/0 


Week 3 

N 

17 

30 

<.0001 

29 

35 

<0001 


MEAN, GEO MEAN 

15858.2, 10169.2 

20.6, 11.8 


18219.8,13681.3 

8.9, 7.2 



SD, SE 

10664.18.2586.44 

35.06,6.40 


12552,13, 2330.87 

8.63,1.46 



MEDIAN 

13491.7 

7.7 


13785.1 

5.7 



MIN, MAX 

115.8,32354.9 

5.7,191.8 


1587.9, 44940.9 

5.7.49.9 



5%, 95% 

115.8.32354.9 

5.7, 66 4 


3065,6,41452.5 

5.7,25.5 



# of BLQ/ALQ Values 

0/0 

14/0 


0/0 

25/0 


Overall* 

N 

18 

30 

<.0001 

32 

35 

<.0001 


MEAN, GEO MEAN 

17972.4,12017.3 

25.1, 14.2 


18765.0,13J80.7 

10.0,8.3 



SD, SE 

13382.22, 3154.22 

33.38, 6.09 


15276.63, 2700.55 

7.89.1.33 



MEDIAN 

17543.0 

10.3 


12476.8 

6.3 



MIN, MAX 

152.3. 56133.3 

5.7, 153.6 


847.9,71401.7 

5.7, 39.0 



5%. 95% 

152.3,56133.3 

5.7,97.2 


2634.7,41965.1 

5.7,31.0 


P-va lue from W i Icox on rank-sum test. -- 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive Statistics across subjects. Count of BLQ/ALQ values does not apply as the BLQ/ALQ values were converted to the limit 
of the quantification (e.g.. ’<1.234'will be used as ’1.234’) for the averages across visits within a subject thus eliminating all BLQ/ALQ values for the overall statistics. 
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